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BEST AVAILABLE COPY 



^y(5jl)i4itle: PREVENTIVES/REMEDIES FOR HOTFLASH 

^ (54) mm<D%&: h7 7->->a?ss ■ %mm 

V© 

00 (57) Abstract: It is intended to provide preventives/remedies for hotflash which contain a nonpcptidic compound having an an- 
^ tagonism to gonatropin-releasing hormone, in particular, a nonpeptidic compound showing migration into the brain and having 
antagonism to gonatropin-releasing hormone. 

O ( 57 > tt»«a*ju*>ttu*;u*>ttttfwij**-*- hit*?? Kt±<t£&£#*LT wyv^^. 
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y y y y iy=L^m - femM 



5 wmmm. mz^y vyyyiy^^m • mmmzM-tZo 

10 (lfiLWS»I#5g^ (*y byyy^a., SM£fc£), 

&) fc^t 3 Q0L(^ I) 5V -^y-y^y : Quality of Life) 0<S 

>&.ft%kmBizttVT, ^;^>^T^i±feo, ^jv^zXDftm&mmt: 
"&rc<o-rz>mm&ftt>tL%&. ^(Dfemiz^v. ^ybyyy^^^M^m 
mwmvmwi&mm-r&z.tAmznT^Zo z.n\$, tcvkm-rvfc<%mz% 

20 ^mm-m<Dmmitmm-vuf3:^<D(D, ^j^xDi&T^^izr^x 

25 ft£U<J3:V\ 

&*Jl*>(D{&T\^&*jV*:>i!)m-D*tf7 : -j yyj — Yny y £*£T£i*\ 
&WMWik)V^>W&i£)\,^iy (GnRH (Gonadotropin releasing hormone) 
^ • ^^/L3t$ii-^> 0 -ebT, GnRH^fijmiCd;^^ • LH, FSH <Z> 



WO 03/086464 




PCT/JP03/04554 



GnRH^LH, FSH <D±&\Z <fc^T££T^£ RTI6tt'b#*.&:nS. 

JHrtte%>WB$nT^S*s, ^©«tg«<fc<a^oTV*&v>. GnRH&&V>te 
GnRH t^©7>^^ h&^y M»rtK:tS!#t*smi^&,GnRH ©±#30*3f?y 

-^.h (Brain Research 754 (1997) 88-94. )"e&^ BWfcWfcdUlfrs Efcfciffl 
Fit GnRH 7>^rf~XbT&<§>PPI-149 £JBV>"E\ iSMjlli 

io \z&?ftyh7 7y^^&fflmTttmm&i£nx^2> <i(#^ 2002-512976 

%>tt&mt)\ m\H<D GnRH ©f^MS*|Ift!l*rSC:tfc«fct), fry hy^yz/zL®^ 
25 C2) ^^^rt#ffteYk^%T^SMI3 CI J I2*fc©gij, 

C4] <b&mws a 
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K 3 mi)*mm^ (2)x;i^;i/£fcm3)-<cH 2 ) p Q (p « o k^v 3 ©^gc, q u 



M«^WbTv^xfej;v^>^nT;i/^;p^, R 5 «(i)7jcmM^> (2)^;i/^;i/> (3) 

xx^;Wb£7cteT5 bMb^nT^Tfecfcv^;v#^->;i'*fc«(io)-c(o)R 7 (r 7 
vx^xh^ ^&kfc7mM*7K-?) , r 6 (i) 7mm^tc\* (2) 

20 C5) R'^Bii^^LWTfecJ;^ C H4 7U-JK R^KD^M^^T^a 
C l . 3 T;^;i/*fc«(2)^M^^^t-^«. R 3 ^-(CH 2 ) P Q (p 0 &V> 




(R 4 te(l)7jc^JiB\ (2)T;l/3^£WLWTfc«fc^T;V*;K (3)B*I»^W 
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R 4 ^(i)c,. 6 T;l/n^v^bT^T ! bci;ViC J . 6 T;i/^r;i/^fe«(2)«m^S:WbT 

C6] tt&m&> ft 




R 23 «(1)7K^M^ (2)Aoy>If, (3)fcHn^->Sfc«(4)SSSlSS: 

jk R M tt(i)«iia6**ixT^T'bJ:Vi c 1 _ 4 t;i/^;i^*^«(2)^; 




15 $>z>mm ci) f2«©^ 
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®1 (GnRH T>^rf-Xh) itTH ttfflU!M*;i/^>ttHl*;l'^>fi*tf^ffl 
GnRH*^t^*^-rs#^^ Fte©fb-&4fe£LTfciU M*-fc&H^« 1. 000 & 

>fb^^mi&%^10mg/kg^P^-#bfe^^MWl0%^±^-r 
-fc'&WjWaF* b < , ft^Trfe 10 mg/kg jgnS^bfelKKlKiR^ 20«^±^^f 
10 ft^ADffSUK 

GnRH ^irtf^ffl *WTS*^^ Htt©fls-&«fc bTH £ 0 to tt±SB©&#& 



(R 4 «(i)7KmM^> (2)T;i^^£WUTV>TfcJ;V*7JM i Jl'> (3)fMSt 



15 
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xxT-;Hb*7t«Ta F^^nT^Tfe^^^^^v-^^Tt^dO-ccoR 7 <r 7 

teB*&S£W LT ViT t> J; ^mtym&^-t) , R 6 « CD *mm^&tcfe (2) 
*WbT^T*>«tViT;^;w (2)g&»£^bWTfe£^i^n7;i^;K (3) 

LTViTfe^yJWl/J ©TVMrJI/^bTfik 0a*.fc& x^;k -fu 

20 tf;K -rv^ntf;k y^;k <v^;k sec-^;^ tert-^;k ^>?vk 

^^>;k 2,3->?^^;v^;^©ii:^^J:^^© c,. 6 y;^;v^a& 

m rfii^UT^Tfe^^7JWH ©SiSitTH #l;tfc£* (l)(i) 

^i/75y, x^;i/T^y. yat!;PT^7, yx?;v7ay 

m. (iv)C l _ 6 T;Wr]^>' (M*-fc£*h^>> xh^->> ^a^^^X ^h^^ 
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)V WX\£. 7*.—)V> j-7^)\sW>), (»kHn*-x (3)#;M^x (4)xh 

D„ (5)C I . 6 T;Ur3^r>' Xb^X ^D^y, -fV^D^ 

^^;p*;p#-;p^>^), (7) c,_ 6 t;^;^^- (#i 
*^;i^=a\ x^;i^:t, ^ntf;w^> -rv^otr;^^ ttfrtt. 

<V^l/ft, sec-:/^;^^ tert-^;i/^x ^>^;i^:*\ a^;^ 

^>^)V7,)vy 4 xjk ^y;i/XJV7^-;^), (9)c,_ 6 t;wwx 
;i/3fsx;i/ (M^.f^ ^^x^jfcx^k x^;i/x;i/^x;K :/p tf;U7;;i/tfcx;K 

15 ji/7ju*-;K tert-^;i/x;i/*:x;i/, ^>^;i/x;i/stNx;k ^^vx^x 

5«J tttil (1)-NR 8 R 9 <j£*, tfttfcJMtf?* «i«£WbWT 

irz>mmm& (mx.fi. ih-i-hpu;k K^wjjk tr^v*u;k -ofu 

25 ;k iH-w>^/u;k 7-:/Ux;k i-tfPU^x;k i-tfnux;k w^y 
y*U5?x;v, tf^yu^x;k t?^s?x;k tf^VUx;K i-fcWJ^x;k 
4-^;i/*ux;k 2— rv-r>Ku;k 2-0,2, 3, 4-^ t^t 
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^i/tutu *5-m x^;i/, ype;K ^vyotf;K -r 
v^;k sec-^;K tert-^;K ^>9Mk -i > v^>5 l ;k ^^>^;k 

utti M^ttf. (i)c,. 6 T)v^r)V («*ar, x^;k yntf;k -rvy 
Dtf;K <v^;k sec-^;^ tert-^;K ^>^;k v^>^ 

2,3-^^^;i/^;i/^), (2)c 2 _ 6 t;i^xjv i£x;k l-pwwtfx;!,, 

10 i-^o^-;k 7<jjvt)> (3)c 2 . 6 r;v^r-;i/ (M*J;£> x^x;k i-ynt!x 

;K ^d/^;1/^;1/^), (4)C 3 . 6 ->^o7JW mxU, -yZU-7u)d)V. 

15 x;k (8)c,_ 6 t;U3^^ («*f£, ;*h3r>\ ih^x 

^fV^D^k ^b+k -fV^h^r^ sec-^h^X tert-^h^ 
$0* (9)C 6 . 14 TU-Jl/^>' (09*.fck 7i;^ l-t7h^^X 2-±yh^ 

(io)c,_ 6 r;i/^y-r;p (0d*fc£ T-fe^;K •b p ntf^-x;K ^ 

^u;k -fv^u;v*)v (ii)c 6 _ 14 ru-;w#;^x^ i>v<< ;k 
20 \-*r7^)v*>)v#~)v, i-ry^)v^)v-^~)vm). (n)z x .,r)vt}/-ov^y 

-fV^UM*^), (13) C 6 _ 14 7U-;^M-M+v' (05*.fc& ^> x / 

-f ji/^^va-^^^^^x;!/^^^-^^^;!/^;^^;!/^^), (u) 
#;M^~>, 05)c Mi 7;i/n^>-;27.H'#x;v (rnZMS* ;* h^^l^xjk x 
25 h^->*;^x;K :/d#^#;m?x;k ^v^d^^M^k 

->*;1/^x;k -rv^h+5/^;^x;K tert-:?b^>#;i/^x;i/^), (i6)# 
;w^-r;k (i7)N-^/-c M r;WP#^A'^f;p k-^t-jixjw^ 
-t;k N-x^^jWN^-rjK N-^Ptf;^;wt^-<;K N-ry^otr^jwt 
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wvn^ )v, ^--j~fj-)^ts)vn^)vm). (19)^75 /#;i/^x;i/ m*. 

i-7^y^x;u#;k^x;k i-7^5F^x;k*j;V^x;k l-trau^n;^ 
;i,^x;k i-fc°^U ^xjkft;i/^x;k N-pWPt!^^x;k*;i^x;i/, ^e;i/ 

(21)1 3 m<D/\u^>m^mm^nrc c,. 4 r;^;i/ (M>u;£, ^dd/ 

^DD/^JK bU7Mn^m hU7MoifJVf), (22) 
V, (23)75>V, (24M5/, (25)75/, (26) ^/-i^tevM^ T)V*)V 

(0tjx.fc£, /5p;v75/, xfp;w75/, :/Ptf;KT5/, -tvt'd^ 

10 7Sy. 7*W^;, -fV^Tay, sec-^JKT^/, tert-^^MK/^ 

/, ^>wsy, ^5^75/, 5?/^;k75/, ^x^;k75/, ^ 

Dtf,M/75/^), (27)^M : ?t lfiotis^^i^^ ©St^M^ ^ 
©1^75/ (#l7lfc£, 7v ? Uv ? x;k 7i£^x;k tfoU^x;k tfn'jx 

15 ;k ifnu;K -T5^yu;k tf^yu;K -T5yi/u>>x;k tf^u^/, ^ 
7>>x;i^), (28)c,_ 6 7;k*j/-oi/75/ (M*.fc£, #;p5;kt5/, T-fe^;v 

75/, hU7MD7tW5y, :/nt!:*-x;i/75/, ^?<J^75/, 
-f 7^'J;i/75/f), (29)^>X75 h\ (30) ^W^-f ;i/75 7 , (31) (N-C,_ 4 

20 T)V^-)vtj)vn^ )V) 75/ w*.u. m-^)vt})vn^)V) 75/, (n- 
x^i/^wve-f Jk> 75 7, (N-^ntf;v^;wt^E-f;i/) 75/, (N-^V7 t o 
e^^wre-ow 75 /, (N-^;i/^;w\*^^;i/) 75/^), (32) m,$-z? 

-C 1 - i 7)V*)l*l)W^'()]s) 75/ (i^.H (N^-v 5 /^;!/*^/^^^) 7 
5/, (N.N-^X^^Wt^-OI/) 75/, (N.N-^yntf^^A^-T^) 7 
25 5/, (N,N-^^;^;W^-<;V) 75/^), (33)C 1 . s 7;V^rl/>> ? ^^r-> (011 
-0CH 2 0-, -0(CH 2 ) 2 0- -0(CH 2 ) 3 0- -0(CH 2 ) 4 0-, -0(CH 2 ) 5 0- -0(CH 2 ) 6 0- W>)* 
(34)v*fc Fa^LUk (35)tFP^^^ (36)X^$/, (37)xhD, (38)5^7/, 

(39)/;^yb, (40)x;i/*, (4i)x;i/7^/, (42) *X3js/, (43)x;i/^r ; e 
<;k (44)N-c 1 _ 6 7;WUx;v^r ; e-r^ <09*.fc£, n-z^vx^^t^-t^. 
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^-f;K R-^VX^Tt'f^), (45) N,N-^C H 7W7Jl/77^;l' 

5 ^- (M*-fcf> *3-)Vttr. x^;i/^> 7°u\f.)Vtt. ^fV7°nifm, ^ 
sec-y^;^^ tert-^;p^#), (47)7xn^t, (48) C,_ 6 7 

\£.)V7.)V? j x;k ^;Px;i/^^-;v#), my^~)VX)V7j—)V, (50)c,_ 6 
T;i/^r;wx;v*n;i/ (M;tfe£> ^^vtji^xjk x^TJVtfcx;!^ ;/Dtf;i/ 
10 x;v*x;k ^;k*;w#x;MS), GO^xx^^i/fcx^^&tf&n*. - 

;^;vtLTtt, 0!*.fc& ^o^atr;K SstruttM ~>#n^>^;k ~> 
15 ^D^->;v^^^e»n^o 

TWU ittWB<Z)R 8 :fcJ;tfR 9 T^£*l£ «SfU^TU^C, t 7Mil'J 

.ttt, M*.fc£* 7z^;k ^-^^;k y>h^irx;v&£awf £n& 0 
ttfiacDR 8 43j;t^R 9 TS^n-& rg^s^wuT^TfeJ:ViC 1 . 6 y;^;i/j ©^m 

25 b 6i, «FSb<« 1 ft^b 3fiWbTVvrfe«fcV>. 

r 8 ts$ rg&ssw L/Tv^t t> J: ^ c 7 . 20 t ©amst ttn 
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10 (DfiS^f bTUTfei^ C,. 6 7;W> (2)tiI^ttt^T%ck^ c H 
y^o7»> (3)B^»^WbTViTfeJ:^C s . I4 TU-;K (4)I^&fb 

7)i^*zs&&z$a)WWk&&iiVx^xh£^ c,_ 6 r;^^-;*?;^— )VUE 

15 R'Tt^n?) m^^^x^x^x^tuvn^M cDwmmhvxcD m 
mm&^isX^x%£^ c,. 6 t;v^;pj ^ttn ^©r^j^r 9 -?^*^ 

j&*£WbTV*Tfc<fc^ C 3 _ 8 S^oy;V3r;i/.K ra^^UTViTfeJ;^ C 6 . u 
20 7'J-JI/J rfi^g£WbWTt>J;^C 7 _ 20 y^;Wkl £bTJ3\ MfH 

25 ^IS^WbT^TfcJ;^ C,_ 6 T;Pn^5/J 0C H 7^3^>ilTfl 0tJ*.K& 
^h3^X ih^>, yn^^ -fy^D#*->, :/h*v\ -fV^MrV, 

ra^s$rWbT^T%J:v^ c,_ 6 T)v^)Vi (Dm^Mtmu^fDifi^f 
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fck 3-^x-;k 2->"j;w 3-7 u;k 2-tfnu;k 3-tfnu;K 

io 2-^-y-yu;K 4-^-y-yu;K 5-^-y-yu;k 2-^7^j;k wyu 
;k 5-^tvu;k 3-t?^yy;k 4-tf^yy;k 5-tr^\/u;K 
;k 4--r^yyu;k 5-r==^yy;k KvtWJM nvtwu 
;k 5-rv^^/u;k 3— ry^7y*u;k 4-^y?-7 > /u;k s-^y^/y 

U;K 3-(l,2,4-:t*1^7y*U;KK 5-(l,2,4-tW7yU;W, 1,3,4-:** 
15 +f-^7\/U;k 3-(l,2,4-^7^7\/U;W, 5-(l,2,4-^7y7y'J;W, 1,3,4- 
,^T^T\/U;K 4-(l,2, 3-^7^7^;^ 5-(l,2,3-^7^7/U;i/K 1,2,5- 
f7^7 4 /U;k l,2,3-hU7y*U;k 1, 2,4-h utVU;k lH-^ h 7 y u ;k 
2H-^ h ^ W Jk a >^3r V h U 7 >>~;k tf n U *?~)V&) . 

20 fe^v4m^t$em.mM 2-tfu^k 3-t?y>>;k 4-t°u^;K n-^ 

3=-v- H-2-H U v^k N-^"^-> F-3-tf U >^k N-:^> F-4-tf U >^k 2-tf U ^ 
>*-;k 4-t!U^^;K 6-lfU£S?~;k N-^^^-HU^-Jk N-^-^r 
^F-4-tfU N-^v-H-5-lf USS?^ 2-^^;)/* U — ;k 3-^ 

p^utfcy^k 2- ; e;1/*u^;k 3-^;kfcU~;k twj^rjk if9~;k 

25 ^tf^~;k i,4-^+f-^;k l,4-^7^;k l,3-^7^n;k 2-fcf^5 

>?-;k 3-tf^^^;k h U 7>>~;k ^-^y b u 7^-;k 3-tf u ^~;k 

4-tf>J^n;k tf^v^k N-^S'F-S-lfU^v^k N-^v-F-4-lfU 
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U ;K s<>W7*S U )W*>V**rWV M t V 7 I/O [1, 5-b] tT U ^—Jk 

huryn [4, 5-b] tf u y^njK^^y-r ^ )v*3r/ u ;k -fv^;u ;k 

U-;k *^/U-;k ^/WJ^K -f >HU^— ;w 

n^>o 

r 1 , R 2 ^i^R 6 -t?^$n^. mmm^&irrzmi -cfemzn* rwm&& 

15 rsi&S£WbWTfc<fcV^#ny;Wki ©StStLTa, R 1 , R 2 £><£ 
R l , R 2 &<fc^R 6 T;gl2*V5> r^^s^^^-rssj T5&tt£n£ rgm*£W 

riiSSfL/wrfe^v^u-^j ®7'J-MtiftSti/m r'> r 2 
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*h^#;i^~;k ih+^M^K 7°o^->*;^n;K -fvyp^ 
^->*;^^jk :7>^v#;kfc;k -fy^h^^M^K sec-:/h^> 

yyDtfMJW^-f;^), ^N-^-c^y^^^/t^E-r;!/ m^U. n,n- 

wmmtvxfe, mxte. r 1 . r 2 *;^ R 6 T^sns rM^^^tssj t 

2nWT&<fcV>#;l^^:>;kl iLTH 0tJ*.fc£* -C0 2 R 10 (R l0 te> zK^i, @m 
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15 r\ R 5 Tg$ni> ra*R^s^-r**j ttm r 1 , r 2 

R\ R 2 43«fc^R 5 T^^n§ mmW^ltirt&m tLTH -OR 11 (R"«gl 
20 BIS^tbT^TfeJ:^ C W4 7U— K^SSWL'TViTfeJ;^ c 7 . 20 

25 ^tfe>n^o 

^ck^rsmS^WLT^Tfe^v^m^Sj tttn M!B<z>R 8 Testis r« 

^^WbTV^Tfe^Vi C S „ B ->^DT;WWJ> rs^S^WUTV^T^.fcVi c 6 . l4 
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k\ R*&£z$R 5 xm:-2nz> mnm^fr? Z>&] tbXd -SR 11 (R n ^HtrfB 



5 R 3 T^2n&y;i/*;i/£bTte, 09*.fck ^^;k x^;k ^otf;K -fv^ 
atf;k -fv^;k sec-:/^;k tert-y^, ^>^;k ^s^ws 

10 &tfe>n3o 

^WbTViTfe.fcViTU— ;i/J 07U- ;KDg^*<hLTteU MpUX. (i)C,. 6 T 

<«^«, *5F;k x^;k yntf;K -rv^nk^k ?3\>k <f V7> 
;k sec-^;K tert-7*^;k ^>^;k ^->;i/^)> (ii)C 2 _ 6 y;Hrx;i/ (#1 
tfn;K tu;k i-:/er~;k 2-^x;i/#), (ui)c 2 _ 6 7)\,*~)\, (M 
20 x^x;k ^DAMJk 2-:/rPx;k 5-^\^>x;Mg), (iv)c 3 ^v-^p 

T;i/^r-;i/ (^d^.^ ->^ayDtf;K ->^n^;K >^n^>^;k v^d'x 
3t~>;H£), wc H4 7U-;v (0!i7Lfc£, 7x-jk i-?-:7^;k 2-^-^^;i/#), 

(vi)C 7 _ u T^;^;V WZte* ^>>>;k 7x^f^), (vii)-hn, (viii) 

tFn+y, (ix)*M7h. (x)v-ry, (xi)*;w^-f (xii)^;i/^-> 

3tf-;k -Yv^h^->7j;^x;K sec-y h=^>;fr;k^x;k tert-y h^>#;!/ 
#-;k ^>^;1/^^->^;^x;k ^s^k^^^x;!^), (xiv)x;w 
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<y^h^^ sec-y~h*z/, tert-^h*^ ^>^;i/^^ ^^^^ 
4?) $fLTViT%«k^ CwT^a*^ (^J^-H *h3r>\ Ih^ 

-f V^D^'X ^h^r^, -f V^h^X sec-:/h^>\ tert-^ b^^X 

l-^-^^i/^V, 2-^:7^;M-*~>#), (xviii)C,. 6 T;Wl/^ (M 

x^;i^;t\ ^ptf;v^, -fyypk 0 ;^ 
-ivttfrtt. sec-^;^?r, tert-^;i/^^-, ^>^;v^^ 'v^;^ 

x^;i/7;;!/:7^x;k ^ntf;v^;p^^x;K -r v^o 0/x;i/:7vx;k ^ 
-ry^;vx;i/y^x;K sec-^^i/X^^^— ;k tert-^ 
^tup^x;!/, '^^i/x^^x jw ^^)VX)Vy ^ ^)VW) . (xxi)c 6 ., 0 

15 ;k 2-^:7^;^ yvx,M£), (xxiDc^T;^;^^*^ (M*.f& 
;i/x;i/fc;K x^tui^xjk 7°ohjI/XMx;k -r y^ntf;i/x;i/^x 
;k y~3-)V7,)Vi£zL)v. -rvy^x^^K sec-^^VTJi^xjK tert- 
:7*^;P7ui^x;k ^>^;1/7.;>^x;k ^zsjixiv-fc—jv^). (xxifi)c 6 _ I0 
TU-;vx;i/*x;i/ («ittf, :7aix;i/7Ui/*x;k \--ry^)Vy,)V^)V, 2- 

20 j-y^)V7,)VT£~)V%£), (xxiv)T5/\ (xxv)C IH1 7^75 / (M*-fct 

u;PT^y, ;twj;w7$V*o* (xxvO^/-c M 7^75; p< 

sm* (xxvii)^-c,. 6 T;^;i/T^y (#j*.fe£> ^ws/, yx^rs 
25 a s^nfcf^rrs a ^-fy^ntr;i/T5/> ^7*^75/f)> (xxvin)c 3 _ 6 

~> ^ D < >^;i/T ^/,y7D / \+^75/^)> (xx i x) C 6 . 10 TV-JIT^./ <M 

plU, 7xua i-t7W5;, 2-x73Mi/7^/^o, (xxx)c 1 . 6 t->;w (#1 
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)V. 2-3-y^)l%)l>-#~)Vm)s (xxxii)C M T;l/^rl/>> ? ^^(^IA.^-0CH 2 0-, 
-0(CH 2 ) 2 (K -0(CH 2 ) 3 (K -0(CH 2 ) 4 0-), (xxxiii)^*^^^:**^^ BSfiftHC 
^ 58*®^ ^saJinfe^ajg^S 1 &v*b tm&ts 5 6 
5 W%.\%. 2-^X~;k 3-^xrjk 2-7 UJk 3-7U;K 2-fc!aUJk 3- 

4 _^ TV fij; K s-^tvujk 3-t!^i/u;K 4-tf^yu;K 5-tf^/u;k 2- 
-rs^/u;k hsWJM 5--T5^/u;k 3~< v^iJ-yiuk mv 
t^!/'J>, 5~fyt**7U^ 3-fvf7^/>j;k 4— tv^t % /u;k 5- 
10 -ry^Tyu;K s-(i,2,4-^^ti/u;w, 5-a.2,4r*-*iJ-5?7Vu;w, 
1 , 3, i-ttwr V u ;k 3- (1 , 2, 4-^t 1/ u ;w > 5- a , 2, 4-^7^7 y u ;w , 

l ( 2,5-^7yj;k l,2,3-HJ7l/U;k 1, 2, 4- mi 7>/y ;k m-^v^v 

u;k 2H-^h^vu;K ^v-ra^-^K ^vh'J7^-;K hfaus? 
15 x;k 2-hu^;k 3-tru^K 4-tru^;k 2-HU5^;k 4-tfU^x;k 

3-WJ^;k tf^U>>x;k tf^x;k ^tf^x;K i,4-3-3rU-^x;k 
l, 4-^75?x;k i,3-^7>?x;k 2-tr^v ? x;k 3-tf^^x;k hUTv 8 
-;k t*VhU7^;K 3-tfU^x;K 4-t£U^> ? x;k t!^x;i/#) 

20 mwfzn, wwtiffife&miz 1 6®, ^L<tti^i3fitiT 
25 ' )v*)\<mjfi$>vft>nz>o 

QT^$n§ rtttjygs^rbTViTfeckv^iPisiatSj ©^iti/T©, rail* 

^UT^Tfe<kVv>^D7M;i'J ©v'^ P7;WKOfilAS t UTlt HUE 

©Qtg$n5 r«jj|3£$^ruT^T , b«fcVi|Ri5Jt5R*j o^itLxro^ ra$&s 
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05, r«JftagS^rUTViT'b«fcVi7U— ;WJ ©7U- ^©HitttRfli© *>©#** 

io R 4 TS$n^> ry;i/3^;>£WbWTfccJ;v>r;i/^;kj © rx;v*;ki 

0g*.fc£ j*^;k x^;k ^utf;K -Yv^nt^k <v^;k 

UTH Mfcfck ;*h*~>, xh^v, r/ajj^X -rvyo^x r^h^X 
-fV^h+'X sec-^h^X tert-^h^X 1>?-)Vtt5/* *\* s s)Vttis 

Stut^T , bJ;Vi7 | J-^j ©7U — ;w©«itl*tW«©t>©* t *Wf £*u S 

25 R 4 tg$n§ r@J&g£#bTWTfc <fcVi77;WPj ©77JWttTfl 
^>^;K ^kHUJk bV , ?)l&<DC 1 . n 7 7)V*)imifi%>\ff*>ti 
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&§WUTVvr*>«fcV>7U— ;uj ©71) — )\'<DM&&£fflU<D 1 b<Dtf$>ltf en, 
^LTfcu flf&fcJ, i/^nyntfJK ->^d^;k ^^n^>m ->^o^\ 

5 *t-*/)V&<D c 3 . 6 D7M;^*tf £tl3o 

mm ^ i/T v^t *> <t t u — m <d y u -;vosms £ i^m© vf s n> 

I 

^Tfc£^c,_ 6 7;i^;k) cd rc,. 6 T;mr^j £bxfci:> M*.fc£> x^;k 

7ntf;k -rv^°ntf;K -TV^;K sec-^;K tert-:/^;K ^> 

25 R s tg$ns r^xxT-;wb$nT^T*>«fcv^ji/7^^^;vj turn 0>J 
-c(o)sr 10 (r io «, fl&tBfcKjft«&^-r) -wsnsxasfcifsns. 

-C0NR 8 R 9 (R 8 *5<fctKR 9 «MfB^|WIlC^^^-r) T?S£n*«J&*ifclf SftS. 
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WbTvvrfccfc^:r;v*;k (2)g^£^bWTt><fcv^^a7;wk (3) 

(5) mWk& £ W b T V> T t> J: T ^ frf £ ft § o 

-e^£ft& r^M^^^T^Sj rst&^WbWTfc^y;^ 
r 2 <h lt«> (D^mm^&ftT z>m&m-?z> c M t)v*)v c,_, yjww 

15 R'tbm -(CH 2 ) P Q (pteO&V^b 3 Q ttlll^f IT^TfeJ; 

R 4 iLTH (l)C 1 . 6 T;V3^rS/§#bT^T ! bJ;^C 1 . 6 T;^;P*^:tt(2)S^ 
20 R 5 <hL,T«, -C(0)R 7 (R 7 «fim*^bT^Tt)J;V^b7K^S^^T) riW 



A 



B 




25 
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5 * c M T)i*)V2zitM2)&m&ttft'tz& r 3 ^-(ch 2 ) p q (p o &^b 3 © 

Q ttflttftS&WbT^T*>«kV^3SllltS*fc««tftS§^rbT^Tt><k 

^mmmm^-r) ?ssn5S, R**«(i)c M 7JV3+'>€ti/T^T*>«k^ c,_ 6 

r»*fctt (2) fij&g£3T bTV^T «fc V> C W4 T U — ;i/*Tf » 3 b 
10 £Qt>mk&W(.l)\Z&^T, ft 



R 2I 3$£^R 22 teu -en^n(l)7Kmi^^ (2)kFn^x (3)C M T;i/n 

15 R M »(l)3k*jBB\ (2)A0y>^f, (3)tHD*->*fctt(4)IJft«SttW 

Hi»*r -5 2 -D <D R 23 #f&&r bT C,_ 4 T)V$- V >z?tt v'SMbT'b <fc < , 
R 24 fct (1) TkSSHC^fcfcfc (2) C M r)V3c)V, 




(R 23 )n 



(lb) 



WO 03/086464 




PCT/JP03/04554 



5 r 2I &£ikr 22 Titans rc w r;V3*$/j tutu fli*.**, ^h^x xh 

tert-y h^fc^awf e>n^>o ^©-5^, c M T;p3^^»*b^. 

r 21 &J;<^ r 22 Testis rc M T;i/3^r->-*;i/^zi;i/j tttn * 
10 h^>#;i/3fc;w xh^i/*M-JK ^n^->*j^^ <v^o^ 

;^x;k tert-yh^s>^;v#x;i/^af^tfe>n^>o n©?^, c,. 3 t;v3^ 

is ;mr;n itTH c,_ 4 7jvw (M^.^ ;>wk x^;k yn 

tf;K y^;p&£), Mttc H 7JW -fyyntf;K -rv^;K 

20 £UTfck (i) tb'D^X (ii) C,_ 7 Tz/JVttf mX\fs 7th^ 

. >\ t:t-;i/t^>'!5:^o c,. B 7;v^;hA^3j?^;i/t+^), an) 
<<)V**z/, (iv) c,_ 6 T;pn^->-^;v^x;i/ («^«, * b^>:*j;MSx;k 

25 c w 7W <09*.fck x^vk yatf;K ^jvue) 
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*-)V7^/fc£), (v) C,. 10 r;V3^r^ (0a*.fc£. xh^>, :fa# 

3r~X tert-yh^~>^<H), (vi) C 3 _i^&U7)V*JVtt^%)l'-tf~)]stti'-C l - 3 

£K (vii) c^T^n^v-c^y;^^ (#l*.fcf, / 

15 R 23 ^$n^> rtis^ftT^Tfei^ c,. 4 T;i/n^r->j © rc w y;i/33r . 
v-j ttxn 09*.r& ^^-x xh^x ^P^+y, -tv^d^x y 

-rV^h^rv-, sec-^h^X tert-:/h3f S'fc If £©5 

20 TfcJU fflER M ;fc<fctf R^Ti&Sns bt^Tfei:^ C H 7WJ 

© re^gj ^^©^©awf e>n& 0 ^.oot: c^yjvu^^m^^o 
m c w 7;^^mi «AJi«nE«ift**, giipiti^^st- 1 5 
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5 r 24 t r 25 kiimmvxj&i&'zn* mmm t uth 5 6 
atsaifctfsns. R M <hR 25 <h^^-r^«t^ 5$ 





10 Tfssnsas&^&tfsns. ^©-5^, i£ 




r 26 te* a: 




15 



R 24 « C,_ 3 T;l/^;W^«k^ R 25 tezkHf JiC^aW* 
n « 0 & t^b 2 ©SER#**f 




c^4>> &m^\mmtfe\mm&^-n tssns^* (ot. (ic) 
^o-e&&ft-s-% (ic) &£#wfe>n3o 

b<te, R 2, 2M h^^jR^^^tXR^^tl^nTKmm^jR 24 ^^ 
T^^l/jR^^TKm^^^tJCn^OTSb^'fb^ (Ic) t££tf&l,ft>nz> 0 

^fe, ^*b^t>cDibx«, fc&mawiz&^x. r 21 ^ (o 

10 hHo + y, (ii) C,. 4 T;i/Zi^rv, (iii) fc FD^>%L< C,. 4 T;i/^ 

;i/-^;i/^-;^^^>^bTViTfe^v^ c,^t;wp ; R 22 ^7KmJM?, c,_ 4 y;i/ 

C H 7MI/>W^> ; R 24 ^7Kmm^*^c« C H mJV ; R 2S ^ C,. 4 T;i/n^ 
15 ->-C,_ 4 T;i/^^*^:«^ 




(I) O^MtUTH 
20 5- (N-^ > v^V-N-* 5=-;i/) -1- (2, 6- 7 n ^ -6- [4- (3- 
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* W K) 7i-JW-3-7x-Jl/?xy C2, 3-d] tf U = ^ >-2, 4 (1H, 3H) - 

>^>> 5-(N-^>^;p-N-^^;i/y^ y ^^;w-i-(2,6-^^;p^d^>> ? 

JW-6-[4-(3-b HD^^>!) W b').7i-JW-3-7i-;^x; C2, 3-dD tfU^ 

^>-2, 4(ih, 3H)-^>, 5-(n-^>^;1/-n-^^;vts y ><^;W-i-(2, z-jyfr 

5 ^p^>^;W-6-[4-(3-^^;i' , 7W H)7x-JW-3-7x-J^X7 C2, 3-d] 

tf u$ ^>-2, 4 (ih, 3H) -var >, 5- m-^y-j)V-^-^)ir s./* ^jv) -1- (2, 6- 
^:7;i^n^>^;w)-6-[4-(3-x^;i/<> w F)7xxjw-3-7xxj^x; 

10 JW-6-[4-(3-> H) 7iX;W-3-7xx;i/5 : x; C2,3-d] tfU^v 5 

>-2, 4(1H, 3H)-^>*fe^©^W*bVi„ 

fc-mtvTfes mz&mmwt ^m. ^^mm. mm. mm. v>m 
15 v-^^m. M^m, -^w>m> ^x>m, 3A7t, u>xrm, 

v^n-g). {b^tKi)3mtt*£^bw&^tev &s$l^* (fli*.fc& :M-ut? 
±st&«, 7>tx7^a ^r^mmmM huy^;i/7=->, hu 

20 x^;i/T$>v tfu^>, trxiu>, x^y— ;pt^>> ^/-^7$x 

fl^to (I) fck ©7j^ MZte W095/28405 ^&m> Ifrffl 3 ?- 9-169766 
W096/24597 -5t£^ W097/14697 #^|g, W097/41126 W000/00493 
25 W000/56739 #^*JCK^K:flB*0^rft*fcH:cnfcJpr*^rj*fc J: DgSSTT^ £ 

^(Do^nh^y^tbm ^(1)^75/ ^tt^l^, i75 
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*tx-r n+h/^;wb; 7^x;wb> ^>^;i/T^y^;vfc;Wb> (5-*^;v-2- 
^v-i,3-^^yi/>-4-<;p) ^ h^r>-^;i/^;Wb, fh7kh'D77^ 

y-tr^;Wbx /wsw;wb, yp/w-owb. tfnu-r;wb, i*#~>x;wb, 
:7^u;Wb, 7^x;wb, ^^^7$ / ;*^;u#;i^x;wb£n;Ub^#>fc 

^f^xxrJWL S/^n^^r^l/^^v-^^^x^x^Vxx^Wbx 

15 75 Mb£nfcte^&£) ;^#^e>n^>o zLnzofc&mz&fc'jkmoijjm 
{^(DoynH^y^i js;n#0 1990 ^fij mmsh<ommi %i 

^t«*) <«AWT, hU^W5X h'JxW5X t!U^>, 

25 tfny>, x^y-;PT5>> ^x^y— ;V75>, h'Jx^y-jP75>, 

~>^7 DA^y^75 >,N,N' -^>^Xf V>^75>fe£©f i75 
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mm* mm. mm. «> mm, mm. mmm, *m. mm. -?n\i*>m. 
W7)V7>ruwm, y^~)vm. ->^m. m^m. ^v^ym. $^>m. ^ 
}\zm. v>3m, *?>7.)Vft>m. ^>^>7.)v^>m. p-h;i/x>x;i/* 
>mm, r^n^^ym. ?)v?^>mu£<Dm&T^;m^£v>wfimit>ti 

5 

10 ik&vniDfemfcTum 3 h> u c 35 s) &£T^!&£tiwT*><fc^o 




(id 



15 miM^ X«gmJM^^^«^mM^ DSO^U30lt, R 3 \ R 32 *d:^R 33 
f»n^tll^—^fc«^oT(i)7jcm^*^:tt(ii)^M^ . 

mm^% v < \-mmm^*ftVTm&-?z>m, r 36 \t^mm^rc\%mmm^^ 
mm*. ®.uw>ft £ & ^n^^^^-n^n^t] T^^ns^m cm 

25 7km&. (2) «JftS*^rbTVi-Cb«tV>7'>;^ (3) WmM&&lsXKT%& 



WO 03/086464 




PCT/JP03/04554 



ffif3<£>5£#, g$If^l/T^t5StbTlt (l)-hni, (2)5$ 
-NR 38 R 39 [it** R M »**» smS£^bWTfe£V^b7Mi^ b 

^T*>«J:^IWIiaES&J« -S(0) r R 42 (5£*K t fctOfcHb2©S8R£, R 42 te 
7K*I£^Sfctt«i«£#bTV>Tfc«fcV> c,.,,*^***^^-) Tr^^n^S 

fe<fc^T'>;^^"T*\ R 38 £ R 39 t^-&b^-r«>SmM^<h«i: ! btc:«m» 

5*: -or 43 (5£*> R 43 «7jc^m^*fe«> ^n^nmmm&mvx^xh ^ c,_ l0 
is MWtafc**, c M0 7->;i/S, c,_ 10 (#j*.fck ;wvx;w* 

;vx;i/*x;k ^v^^xj^r^k sec-:/^;i/x;i/*x;k tert-:/^;vx;i/ 
2j>x;k ^>^;kx;kfrx;k ^^;i/x;i/3frr:;k ^\:/^;vx;i/#x;k ^ 
^;i/x;k*x;k yx;i/x;kfcx ;k ^^Kajkft^k ^ ^v^xjkfc^k 
20 f&ssjvxjv^m hUf^xM-jk fh5f'>;w;^^ 
^;wx;1/j1n— )vm , c 6 _ l4 y u — JVX)i^)VM(mxu, y xx;i/x;k*x;k 
i-^^xji^xjk 2-^!75^x;Mn-;i^) feb^att^stss^-T) -c 

mkos;** aest* ; ?*^bT»'&-r**tbTtt, ss -sco) t R 44 (ss;*, us 

25 0 &^b2©l$c£, R 44 «7K«C?i;7cft, ^ntiS^tbTViTfeJ:^ 

MfBxxT-;Hb$nxviT s fej:v^;p^^v';u^ibT«, 5£ -coor 51 ess** 
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MIBT^ H{b$nT^TfeJ:v^;i//^^^;v*^bT«>^; -conr 45 r 46 CsS;^ 

*b*5^ Xh+y, ^D^y, -rv^D#^>-, -fV^h 
3^>, se(K?h3f^ tert-^h^->> ^>^)lttzs. /\*i')\'tti'^<D C,_ 6 

Tfcil^M^yMibTH -C0NH 2 T^tl^S, ^fcte^E/- 

L < ^^-C,.^ 7)V*)V%)W^-1 )l>m. b < te^E/ b < fci^-c,.,,, T)V 

;^;wt^-r;K sec-^;!^ ;w^-r;k tert-^;i/*;wt ; t'r;K ^>^;i/ 

Hf»©#l<hbTte, (Dc.^sT;^;^ (M*-fc£ ;*3\>k x^;k 

tf;K -<v:/Dtf;k -f v^;k sec-:/^;k tert-^;K ^>?;k 
^->;k ^\^;k ^-^^;k ;r:jK ^>;k r>>-x:Wk h^>-;k >u 

»^b<^ ^^C^T^^S^^b^)^ (2)c 3 . J0 >'^nr;v^;vS (#!;U;£, 
i^n:/nt?;k s^n^JK ^^u^>^)V. i^o^^k i/9w\°zr 
i^n^^k >^n/x;MgftWf £>n, ^Tfe c H y^u7M 
(3)c 2 _ l0 y;krx;i/» (M*-fc£> tfx;k yy;k -rv^n^ 
25 x;k l-^f-^ 2->^x;k 3-^-;k ^^x^;k 2-*^;kru;k 
h u i-jk 3-rr^^x;i/^2b^e>n, te^Tfc c 2 _ 6 y ;i/^-x;i/gaw 
Sbvi)> (4)c 2 . 10 r;u^n;i/» (mn x^x;k 2-^pt!x;K 7^x;k 
3-^*~>:=j]/&£#wf >btu ^Tt> c 2 _ 6 r^x;i/^$f^bvo, (5)c 3 . 10 
v^nyjkir— ;u <$\%M. >^n:/o^x;k v^n^^x^, i^n^ 
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±~)vm*&tf c 8 . r >^D7;^Wffstvi), (6)c 6 _ 14 x 
v-ivm yji~)w i-y?-)i, r>hu;K 7xt>hu;k T-t^- 

y^jims&tfzn, tzftT*%, 73u~)v, iry^mm^.^) *5<^tx(7) c 7 _ 20 

10 (2)nho, (3)zhny, (4)^7;, (5)B&£ C05*.t& (0 c,_, r;mf;v m 
c H 7;^;i/ft, kFo^^-CnW^, c,_ 6 T;^;v-*;vfc;i/, ^ 

15 £ 1 &^L4flttI 5 8j|%$at&j £|WMH<£>%<D) ^fctiAO^If 

T"b<kVi), (ii)C^ 7z/JV C,_ 4 J <i )V (fr)V^)V, 7tt)V. 

y*utt-)v. 7^V)W ^y^u;MP), c 3 . 4 T;p^y-r;i/ (fc*~;kfr;M*~ 
;k i-7"d^;wMz;k 2 r 7'n^-;w;i/^-;^) (iii)c 7 _ 20 T^ 
20 )V*r)V m c,. 10 77^Mfi c 6 . l4 r u — ;mj ih 7^;WD, AP$*>IiC 

* 1 3 1, ffSKttlft iiSttTfbT^Tfe«J;Vi), (iv)C 6 _ 14 

■ ru— ;w (f c W4 7'j-^n Any>if (#i;U£> a 

ym) * 1 3i>|if$b<« ll,fiStbttbWT%J;W, (v)C 2 _ 6 

25 7;i^— ;k (vi)C H y^D7iWK (vii)C,. 3 T;i/3^>'-^7;P3^-;K (viii) 

; e/-$fc^-c K 7;vW5/, (ix)c 2 . 6 T;^n;ur^y, (x)c,. a T;wi/ 

i^kFn^X (6)3* -S(0) t R 47 CsS'K tttO^l2 0it^ R"«7jc^M 

T&fc nmw^m-fc&M <D&m \z 1 3i@, $?£l< «. 1 <@<£>e£« 



WO 03/086464 




PCT/JP03/04554 



Fo^ri/, t*v, ^aMpy, ^7/-c 6 . 14 7U-;k ad$v c 6 . 14 

yij-;^) &^rbTV>T%>J:^ipitoiC**S^U MHtaK*££bTfck c,. l0 

5 T^snsak. (7)f^s^tbT^Tt)i^7$;i c^tlwt, a: -nr 48 r 49 ess 

R 48 &«££KR 49 te, zkMC^ C H 7M;k C H 7^ 

;i/T^y-c,_ 6 T;v^;i/^ c^r;^*^ c 2 _ 6 7)V?r~)V. c,.r>^n7;WK 

®^&l&tr>b4M^tf 5fcV*b8JMft*3it£j £l^tl©%©) 
n*2£L (8)^ -COR 50 C:£4», R 50 teU (i)TK^M^ (ii)kFD^v\ (iii)C,. 10 
T;WK (iv)C,. 6 7)Vn*ri/ ^©TJkn^MS, Any>gf^hn&£ 
15 ©B«iS*fliift'PIffi^ift©teflik: i 3®, $f^b< « l ffl^ruwrfe 

£V> C 6 . M TU-;WTg^nT^T%><t^), (v)C H >'^D7MJK (vi)C 6 . 14 
TU-;K (vii)C 6 _ 14 TU— (viii)C 7 . 20 T^;WK ('ix)^-NR 40 R 41 

R 40 J****fctt-€-n^n«iftS*#bT^T'b«kti c,_ I0 J8Mb7K*£, c,_ 20 
7~>;V», kFD^X tiSS i bt<ttS -S(0) t -R 42 <5S*» t «0fcV*b 2 

sts^-r) t-s^nsis, R 4i «7jcm*fe^c,_ 10 ^t;7Kms^-r3&\- R 40 <t 

25 eitfn^^fDSf* i fc^Lim&ts steals Bm.wftm&itn&<D*><D) 
a«ns 1 4M©^nm^£^rr& 5 ^mommuM. (io)t, 

di)c 6 . u t>j-;k (i2)c,. 10 ->?nT;i^;k (i3)c,. 6 7)V*v> : ?tt 
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^Vy-Jttzs, 3L^U>i?-*3ri/, ^DlfU^t+'X 2,2- 

*j*j-v>i?***sm). (H) (i5)^^v> (i6)c 2 . 4 T;i/^;i/> (i7)c 2 _ 10 
T)\,tr-)i (»*b<«, c 2 _ 6 T;^n;vs), (i8)c 7 . 20 T^;wi/ c 6 _ u 
? y -Ji/-c,_ 6 r;v^;i/)> 09) y s it* (20) rs? Hfc£#*if sns. 

c W0 7;^tbTH 09^«, pWK x^;k yntf;K -fy^ne;K 

-fV^JK sec-^;K tert-7^)V CT&fc^ C„7^W, ^ 

>^;k ^s^p crfcjfo^ c,^t;wi/)v ^\^;k *-#3\>k /x;k 5 s 
10 *s)vmi$$>vf e.ns. 

□^>3Mk v'^n^v-^ CTfrb^ c w ^am^), v-^n^y^P 

15 C t . l0 7)V^)VhVXU, mZtts tfx;k 7U;K <V^n^K l-fr 
x>k 2-:^x;k 3-^>-;k ^^^I-JK ^U-h'Jx 

c w 7;^^Hfl M;U£> x^x;k 2-^ntf-;K 7?=.)vmifi& 

20 c H 7;p3+s/tbm wfcfck *h^>^ xb+ ; >, ^D^-x -ryy 

i/Ih^X ^h^O^X Xh^rv^h^X Xh^yl^X Xh 

25 ^^^d^^x ^n^^h+X ^D#t'>ih^>, yn^5/^n^ 
C H 7^mitTtt, mX&> **)Vtt. 3L^)Vtt, 

<iv7u\£)\&*mtfiibvf ens, 
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5 c 3 . 7 d 7J^;v-)(jJ^-Ji/t utn w*fc£ 9 s 9 d tf;u#;M^x;K 
^p:/^;i/#;t^x;k ^^p^>^;^;w^x;k e^p^ ;i/^x 

20 ;wxt^r;k yntr;^;w^-r;p, ^vyptfii^w^-ivk 

25 c 3 _ 6 T)Viry^ )VLVXU, fflXlt. tfx;i/#;i^-;k i-yD^*M 
x;k 2-7u^-mjp^zjk i-y^n;^;v^n;K l-^^xjkfr^x 

c W4 7U-;^tm 7x^jk ±y^)W x>hu;k ^^^-> 
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i/7J C 6 . u TU-;P^bT«^Jx.^ 2->/7;7i^K 3->'7y7x-;K 
5 7i^JK 2-^P ; E^x~;K S-^P^e^ai^K 4-7*Dt7x-JK 2,6-i?7 

;i/^-o^3in;K 2, 3->>^Dn:7;xx;k ZA-Wuuy^~)V, 

7x-Jk .2,6-^nD7x-^#tf6W. 

>?x^;vt5 y«*#tf ens. 

y? z?jl-)vt ^ y , 2-*^)V7 u jwx ^ y wnetf s ns, 

C H 7W7$7-C H 7Wil/TB, ^W^/^^K X 

^i/T^/^m ^ntr^y^yy^K ^?jV7s;xm xw$7 
20 x^wpswifsn*. 

7x-;t/-C H 7J^JV<!:tT«, 09*fc£, ^>^;K :7rn*^;V##Wf £*l 

So 

25 ©*iffc^> (ii)c 6 _ u xu-;k (i2)c,.„$/^D7;^ (i6)c z . 4 t;v^x;k 

(17)C 2 . I0 r;i/^rx;i/^ t fctX(18)C 7 „ 20 75MMfH, Sffe*jaBftffie©&Bfc 
KlW UTWCfeJ; V^gilS tl/TJl (DhHn^X (2)75/, (3) 
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ntf;i/T^y> ^^wsy, (4) c,_ 4 yyv^-y w*. 

fck ih^x ya^i/, >fyyn#+s/, ^h^->, -fv:/h* 

jyfi, a^stx (6)zhD*«krf(7)c M 7;wi/ («^«, x5p;k ^ 

5 nt?;k -fV^ntf;K 7^;k -IVttM sec-^M tert-^;K 
C,. ffl 77;^;i/T$5«^H IISi:bTC 1 . 6 7W 

io *^;k x^;k yntf;K -fyyaejK -rv7>;k sec-^;K 

x& /s^x ih^x ^n^^x -rv^n^x ^h^x -rv:/h 

4^>> sec-7>^v\ tert-^b^rv-, ^>^)V^r^y. ^i/JVttz/tg), C,_ 3 

15 m%-& x5P;i/^3\ :/ntf;i/^\ ^v^atf;i/ 

)va£~)vm<D c H ^ ;i^x;w ,tHn^> c,_ 6 y ; wi/ (09 tl 
tFn^m kHn^v'Xfjk hHn^^JK t Fd^v-^o fcf;V 

25 x h^v^^k r/a^v^^k ya^+->A^^f) &£#wf sns, 
tfifafc43 1 fc^b 6 mx&%tf, 1 ftt^L 5 »W^b<, 

tfbT^Tfecfc^ttlifiQttLTll 1 4I«U<, 1 
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10 )i#-)im<D c 6 . 14 TU-;wc,_ 6 T;vri^^-^;v^ri;i/),c 2 . 4 T;i/y-;i/-*;v^ 
x;i^ 2-:/n^-;i/#;p^-;i,^x ^^^07^;^^^ (M 

~>i7 d y n tf;i/*;i/^n;^) , HSttt c 9 . 10 *«at^fl^^# ;v#x;^ 

15 ^-y-yu;^;^x;k ^77>jmM-;k v^SVJUjJVtf—jw -i^ 
U ;v^;i/^n;K -f ^ y V U x;v# ;i//fc;k -f v V y ;i/#;i^x;k 

-fV?7y>JMM-;k l,2 ( 4-W^7yUMM^K 1,3,4-^*9" 
^7y'JMMn;K 7 -r-tf—fr*} 1,2, 4-3-7^7 WMJltf- 
;k l,2,3-^T^T^/U;^;^n;K l,2,5-f7S?7y'J;^M^ 1,2,3- 

20 hUTv/u;^;^n;K i,2,4-h ^'/'JMM^k hU7^MM 
1 U 4 ittJ 5 Slii-* J^^; (2) If ij ^J^;^ - JK tfU^n;P 

r^-;i/*;i/5j?n;K v h U T^x;kfc;i/#-;k t!y y^xJk^k^k 
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£ W b T T J; ^mibfcmM tf Z> B#lX £ b TM^ b £: *> <D b. nWi(D <D 

ij-jk ^-^yu;K 5^ryu;K tr^yu;k -r^yiuk -r s^yu- 
;k >fytWJM -ry^ryiuk i^.wu-^ti/'J^ 1,3,4-^ 
20 -t^yy y u ;k y a>if-;k 1, 2, 4-^x^ry u;k 1. 2, 3-^y >>y y u ;k 1, 2, 5- 

f7^7l/U;K 1,2.3-HJTVlUk l,2,4-MJ7VU;k >'J7^;k h 

U7i/u^;k iH-^fe«2H-^h^yu;^o^mM™^^mM^ 
jm^ a*js : ?«^6afins^Dis : ?* 1 4««* 5 Att*at%: (2) 

25 du-^jk tr^u^^K tr^~;k ^tr^njk m-^ij-s?— ;k 1,4- 

^T-y-;K 1,3-^T^— ;K fcf^-yr^k h«J7^K t+VMJT^ 

^frzmttn&^um^* 1 ^v^b4i@^tr6Mitm^*; (3)^>yy u;k 
^>y^ryu;k ^>»;twj^ ^h^ya a,5-w tru^y~;k h 
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u rvu [4, 5-bD tr u ^x;k ^>\/-r $ ;k u ;k -f v^y u jk 

g-;K 3^/'Jx;k */*ttUx;k >f >FUS?n;v, 

-T>HU;K */US?x;k l,8-:f-:7^DS?x;k :/Uxjk y^U^-JK 
^>\/:7^x;k #;w\VUJk 7^U^x;k 7it>hU»K ^n^x 

XfllTtfcf, J*^;k X^Jk 7°U\±)V, -fV^n^K r^Jk -TV^^k sec- 

io tert-^;K ^>^;k ^^;i/^)> (2)c 2 _ 6 y;krx;i/ (09*. 

x;k tu;k ^y^D^JK l-^xjk 2-:/^x;k 3-:7>x;k 
xx;k 2-^wj;k A^hui^HSJ)^ (3)c 2 _ 6 y;k^x;i/ (09*.k£, 
x^rx;k 2-:/nkrx;k :/^x;k 3--\^^>x;^), (4)c 3 . 6 zs&uTfr*)], 
<MX\t* ->?u7u tf;k ->^n7m n^>^;k ->^DA+^f), 

da^t^), (6)c 7 _ n y^;i/*;WM*.fcr, ^>^;k 7i^Mt*oc H0 

acx;K ^-^^;K T>hU;k 7xt>hU;K Tir^-^^;K T>h^-trx 
£?£U<te, 7x-JW> (8)C,_ 6 TJV^z/ MM** *h*^ xh^ 
20 5a 7°D^+y, <y^D#*'>, ^h^^ -TV^h^iA sec-:/h*v\ tert- 

ar, 7x;^y^), (io)c,.,T;i/*/-r;p (flifcfck *;k=uk x-fc^;k t°d 
tf^--;K >^u;k -f V7*fu;vf), ui)c 6 _ u yy-;i/-#;k^x;HM*.fc£, 
^>\Ar;M£)> (i2)c I _ a x;v#y-f;k^r5' *;k^;kf3p>\ r-fe^ 

(i3)c 6 _ 14 TU-;i/-*;i/#x;v^>- (0j*fcr, ^^.AOkt^v-^), (u)^;v 
^v-;k (i5)c w r;i'3*S's&;M?r:;p (MM*. * h^r->*;i/#x;K xh 
^^*;1/^x;k 7D^y*^toK -fy7"D5j?^y^M-jk ^h^>- 
#;ktf-;k ^v:?b^5^;k^x;k tert-:/h^>#;v^x;i/^), (i6)*;i/ 
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a*^e-t;u> (i7)N- ; ey-c 1 . 4 T;v^;v*;w\^-i > )i mxte, N-^;i/# )vn^ 
Jk N-x^#;w^-r;k N-^Pt^i/^VA^E-f ;k N--fy^oww;w^ 
-r;K N-^;i/*;wt^-f (i8)n,n-^-c,_ 4 7)V*)Vl3)vn^ )V w*. 
N,N-^^;i/*;wtqE-r;i/, N.N-^x^kfr^A^jk N,N-^yotf;^ 

i-T^U^x;kfr;t/#x;k i-T-tf^x ;t/#;i^x;k l-tfn 

x;k ^MU/^MzjUl), (20)AD^r>IM^ (M*_fc£, ^ 

3s, 3^^)> (21)^7- ^-^fe«hU-ADyy-c,_ 4 T;^;w ^p 
10. o/m.^nn^fjk hU7;^n/^k huyMnx^l/f), (22) 

(23)T^^y, (24) -r 5 y , (25)75 a (26) ; &y-s^:«> j -c,. 4 ?)V 
^jvrsy (08*.fc£ pwvrkA x^kt^a 7u\fjV7S.s* <v^n 
tf;i/T^/> s^wkr^A sjx^i^tsa ^pt!;PT5 

15 JBWdi&iStlgHS gtitlB 1 , g*]^^ eiatlfeATDMTS: 1 b 3 f@ 
^TVvcfc«fc^3&V>b6M©Mtfc75/a (MAH 7W 
v>x;k tfDU^xjk tfPUx;k tfa»j;K -fS^V/lUk tf^/U;k < 
5^/>Jy^K fcWJ$>A ^kFPtrU^K N-pWHf^ 

>>x;k N-x^tf^^x;^), (28)c 1 _ 6 7;k*j/'f ;kr^/ (fll*.fc£, 

F^V7f'J^75 F#), (29)^>X75 F> (30) ^wt^^Okr^ a 

(3i)N-c w 7;v^;p*;wt^>r;PT5/ (09*.fc& K-*^;i/#;wt^r;w7$ a 

N-XfMJl/A'^;i/7^y, N-:/ntf;kfr;wt^;i/7^ a TV^Ptf;!/. 

*;vwjv75;, N-7fjw;ww;P75/*)> (32)n,n-s?-c,_ 4 t;p^ 
;v^;i/A^-r;i/T^y. N,N-i?:/Ptf;!/#;wt^;kr5 a n,n-^^;p*;v 

/WJl/7$/«), (33) C,_3 7)V*rV>Vtt5s (0!f*.fcf, *^U>>?ttz/. 
X^k>iWrv^K (34)-B(0H) 2 , (35)tHP^r->> (36)X^'> (-0-), (37) 
XhP, (38) ^7 A (39)*;k&:/K (40)7JkK (41)x;i/7^A (42)** 
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xfc/, (43)x;i/^7^:-r;K (44)c,_ 6 ^wi/X^y^E-oi/ mxu. n-^^ 1 

y^nt!;^7 7^-f;K n-^^tji^t^ (45) c,_ 6 7;wi/X 

5 -fjk N ) N-^ynm;V77^;K NJ-^^x;!/?/^^^), (46)C,_ 6 
7i^^?t (0tl^f^ *^;i^3a\ x^;^^ :/Dtf;i^\ -tv^d^ 

(48)c,. 6 T^^i/x;!/^^ x;i/ (0i*.fc& ^^x^^^x^, x^;i/7jv:7^ 
x;k 7°nm;V7^-;K ^^t^v^x;^), (49) ?;cx;i/7ji/:7.f x 
10 ;k (50)c,_ 6 t;1/^f;1/x;1/*x;1/ (0H*.fi& ;*3\>k*;i/3ftx;k x3Mk*;kfrx 
;k :/ntf;k*;kfrx;k :?5P;i/;*;i/*x;M§0 *3«^t^(5i) 7irjw;^-;p 

mz-te. 2-^fc«3-^xx;v), 7>j;p (#1*.^ 2-*fctt8-7ij;w, tfpu 
25 ^-y-yu;w. 5fti/u;p (iiH 2- 4-Sfctt5-^7Vu;w, tr^/tup 

ux;v c^kf, 2-t>^;u-;k H^^/'j^w^vmyj^ w 
x\*. 3- 5— fy***r/u;w> -f y^Tv*u;i/ (M*.fc£> 3- 4-* 
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&tt5-f V^7VU;W, ttW7*SV)V WX& 3-*fc«5-(l,2,4-^U- 

$>tvu;w, 2- 5-*fc»46-(i f 3,4-^if^7!/u;w], 5*7&7 x /V)v m 

^^3-*fc«5-(l,2,4-^T^7^/U;i/),2-Sfe«5-(l,3,4-^T^ri/U;W, 
4-Sfc«5-(l,2,3-5 1 T^Ty > U;W, 3-^fe«4-(l,2,5-^T^Tl/U;0)> h 
5 «JTl/U;V 2-*fc«5-(1.2.3-hU7VU;W* 3-*fctt5-(l,'2,4-h 

ur»/u;W), fh5i/u;p CM*.fcf> 5-(iH-*^«2H-^h7 % /u;W) ^<z>M 

b4ffl^tr.5S«*»S; (2)bfUS?;W 2-, 3-Sfctt4-K U SW), tf 

u (Mtus, 2- 4-£fcte 5-trus^;i/), (fli* 
io fct 2-*fe«3-^ ; E;u^u^;i/)^ wjnjp (w^iwr, 2-£fckfc 3-^v* 

2-, 3-$fc«:4-fcWJ5>~;i')* tf9-;KM^.^ 2-^/c«3-tf^~;V)> 

^fe«3-(i,4-^u-^;v)], [M*.fc£, 2-^^«3-(i,4-^t^ 

15 i-£&fcU-(i,3-^7^~;»:u tf^^~;i/ (0a* 2-*fctt3-ifi7 

hU7y-;i/ (MXtiSi* 3-*fc»6-hU7^W, IfU^i^JV 
*fc£, 3-*fc« 4-kf U ^S^W, tf^~;i/ (09*fc& 2-£fcte 3-tf 
tf u ^>^-;V MX \ts 3-Scfcte: 4- fcf U ^(D^mM-^^^m^M^, 

20 (3)^>!/7'j;k ^>7f77'J;k ^>V^Mtl/U;k fh^/D C1.5-W 

;k -fv*/u;k '»/u-;k 7&?i>~M *t7'j^K 
atins^nir?* i 4fi^tr 2 3 m&ffi&mmm.&<D&tm 
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V u ~;k tf 9 V u ;k -f 5. ^/ u >*~;k >f s y v u ~;k -f =• ^ v u ;k i , 2, 3- 

hU7^Jk l,2,3-h'J7^'J^;k l,2,3-hU7yU;k 1,2,3,4-^h"^ 

;k tf^Vu;K tr^Uv^k tf^v^k ^PafcUA 3^E;kfcU/^ 

15 Tfe<k<, itistbtft M*fc& (i)c,. 6 t;^;!/ <m.«, /^Jk x^p 
;k yabf;k -rv:/ntf;k y*^;K -rv^;k sec-^;k tert-:/^;k 
^>^;k (2)c h4 7U-^ mz&. 7xz;k ±:7^;k t> 

hU;k 7it>hU;K T-fe^-y^;!/^), (3)C,,,77JW (7i-JK H 
7» (M*.fc£, ^>S?;k 7xW#)), (4)^>7tFUJk (5)C,_ 6 7 

20 ;Wi/-#;kfc;i, r-fe^Vk ^afcft-;^), (6)c 6 . 14 7'J-M 

to£ *h*->#;ktfx;k ih+^M^jK yD#^*>A^r^, -tv:/ 
n#*$/#;i/#-;k ^h^^M-jK -fV^h^^M-;K sec-^h 

25 ^rt-^v^i^x;^) fe^^^ns. ff^u^fliiftStbTtt, c,_ 6 7)V 

v-jvm mxu. 7i-jk -ry^^E). c 3 _ 1 ^t7U7)i*frm tmx.&* 

^n:/ntf;k i/&u??-)W zspn^y^M ^ n^v^k i/^u^zf 
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->i7D^>^n;i/ > ^P^-fex;!/, v^D^y-x-xji/^) l/TV>T 

5 i> $6fc»*b<ttl *fe«2ffl©BlftSSWl/TViT , b«fc^. ^fii«<hb 
7*;*, JUS, 3^H) T?BlftSnT^T'b«fcVi C Hi 7MJV 

tert-^;K ^>^;k ^v^k ^\:/^;k /x;k ^> 

Any>M : ?TBife3ftTV>T"&«fcV* C,. 6 T)l*M. (2)C S . 10 *s>7 uT)V*)V(M 
-y2u~?u\Z)V. is9u7^)V, S^p^>^;K S^P'v^k >^ 

D^\y^;K s^p^^k ^n;-;k >^p^>;1/#)> (3)c 2 _ 10 r;i^r 

x;P (M*-fcf, k'^JK TU;K ^V^n^K l-^7^Jk 2-:7 , <rx;k 3- 

(4)c 2 _ 10 7;Mrx;i, (0ij*.fc£» x^x;k 2-^p tf .y^x;K 3-^->x;v 

^p^-irxjMg), (6)C H0 7U-;KmH 7i-;Kt7^); (7)C 7 . 20 
77MJKM^.H ^>>Mk 7x^f;W), (8)xhP, (9)tHn*'X (10) 
20 ^;i/3t7^h, (lD^V, (12)^^y> (13) SsTS* (li)tUW^^C)W (15) 

^;i/^>-;K (i6)c,_ 6 T;up^rv'-^;v^x;i/ (WAtt, ^h^yjtij^^, 
xh*^#;v^x;i/^), (i7)x;i/*, d8)/\py>M^ (#i;U^ 

Hffi, H^m), (19)C 1 _ 6 T;VP^r>' (0>J;tfc£, ^h^y.lh^X ^n^^ 
-fV^n^X t/h^v', 'TV^h^X sec-:/h*>\ tert-^h^'X ^> 

25 ^wa-*^ / \^^;>^^)> (2o)c 6 _ I0 yu— <m%&* 7xy^> 

$9, (21)C,. 6 T>';i/^^ (M*.fc£ T-feh^^, ^DKt^*'>«© 
TMS-DVtt^m, (22) C,_, T)V3c)\/tt (#J*.fc& *^)Vtt, X^;P^ 
rt, yptf;^^, V7*P^t, 79-)Vttr+ tert-^;V^#), (23)C 6 . I0 

7'J-jw (M*fc£, 7xx;v^^)> (24)c,. 6 T;v^x;vy^x;i/ (#!*_ 
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;p (09&fcf, (26)c,. 6 7)V*)ix)\<-fo~)V mx\** 

*^)\,x)i-fc=i )V, x^;i/x;v*-;i^K (27)c 6 . 10 y u -;vx;1/^-jk^ja^ 
7x-jw;^^^), (2© 7$ a (29)c,. 6 r->;i'T^y (ma^> y-t^jp 
5 yptf^;PT^/^o) 'ChT^/^^s;*), (3o)^y-£fcte 

^-c w 7^rsy («awt, y^r^y, x^;i/7^y, tW^ts a 
-f v y n tf;PT ^ y > y^;i/T $ y , ^;vt ^ y . ^x^;vt ^ y #h on c 3 _ 8 

^D^>^V7$y, ^DA^^/^^ (32)C 6 . I0 TU-;i/T^y (M 

io 7-U/f), (33)c,. 6 T;p*y-f;v <0&*.«* #;va;K x-fe^k ^ 

tfy^;^), (34)C 6 .,„7U-;W*;^x;P(#!IA^ ^>"/^;^),*«fc^(35) 

5£fcitZ6mm.mmM mm** fi-^ x-t&iis-fx-jw, 7U 

;V (M3.fc£, 2-^fe«3-^U;V), K9VU;W (09>Lfc£ 3- 4-Sfcfcfc5-h!^\/ 

15 u;w» ^t n /u;p (M^itf, 2- 4-*fc»5-5 l 7yu;w, -rv^ryu;!/ (M 
5-*^r^/u;w, -ry^uvu;!/ (M^-fcf, 3-, 4-£fcte 5— rv^itvu 

l,2,3-*fcttl,2,4-h'J7^J;W, fh^/U^ (09*.fc£> lH*fe«2H- 

20 fh7»/u;w» trui?;p (M^^> 2- 3-*fctt4-ifU5>;w, truss^P cm 

m<Di£, -OR 43 CsSfK R 43 J»f3^IWI^«^TD T*sns3£***wf5n*. 
25 MiBzt'K R 31 , R 32 &ck^R 33 £bTfc^ ^n^ni^— £fc«SfcoT(i)**3: 

c 3 .,o ->^D7Jpm c 2 _ 10 r;^x;i/S, c 2 _ I0 T;k+x;i^, c,_ l0 ~>^ 
D7J^-M, c 6 _ 14 t u c 7 _ J oT^;w^S s bb<«c 1 . io Tv';v^ x 
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bum, ^-NR 40 R 41 C5£4»> R 40 ££tf R 41 «MI5 1 l^lit^^f ] TS£n&^ 
£fcte5£-0R 43 C^*, R 43 «7jc^M^^fc«, ^n^ftfil&S^bWT&ck^ 

*-;v*feb<te5&^b8Miit3iS (ii© r^M^^^mJM^> ^ 

mm^i tmm<D%(D) £^-r) T^n^-e&o, R 33 £fcfctR 33 <z>4>&<£ 

($f^b<^R 32 *5J;^R 33 ^^7Km) T£&o 
R 31 tbT$f*b<«, 1&^L3{@, If S L < ^ 1 BOk Ha+^tii^n 

io wr&i^ c,_ I0 (^*b<fi, c.^t;!/^;^), ^hn$, x^/ 

& 5£-NR 40 R 4 ' (fe*£U R 40 «7K^ R 4I «1^L3& ^KfilMOkH 

< « i c,. 6 r;i/3^-> (MA«. ^h^x xh^x yn^->> -fv^ 

n#^X ^h^X ^V^h^X sec-^h^-X tert-yh^-X ^>^;i^ 

;k c 6 . 14 t u -;i/T5 , *fc^-0R 43 (fcf£ u r 43 «7j<m, 

am^nxwr c,_ 6 T;i^;w#;i^~;k c,_ 6 r)V^-)V7.)var^)vm. c 6 . 10 
20 r u — )V7.)VTfr~)vm 

mm^. R 34 tLTteU (DfimS^#bT^TfeJ:Vi C^o^^Jc^S. (2) 
«^*^bTViTt> £ fc^C 1 . 20 Tv';^ (3) gmS^bT^TfeJ^B^M 

;i/^^M$rdt(5)^7ys^*tv\ ■fTWSixte, r 34 ^ ^-n^ 
25 nmm^mvx^x^^c^r^jim, c H0 >>^n7MM> c 2 _ I0 r;i/ 
<7-~;i^ c 2 . l0 c 3 . 10 ->^o7;^ji'S, c 6 . u 7'jHH*fc« 

c 7 . 20 t^;^;p*T25^o ^.^ $ t < tigll^f bT^Tfej:^ c,. 6 r;p 
(fciAfcf* Bma&WLWT*>cfc^Ta- /T;wi/g&^ t?&£o r 34 

LVTft tb^JiLTH 5£ -(CH 2 ) U -NR 40 R 41 [5$^ u 1 3 <£>Sg&£, 
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nssK w&m*mvx^xh&\,mmm££rc\z& -s(o),r 42 t « o 

5 S&^-T) Ti$n§S§, R 41 «7Km*fc«C,., 0 ^b7KmS^t- A\ R 40 <h R 4 ' 
;PSTfilfeSnT^Tt>«kVitl<n^r^ Sfcfc* C,_ I0 T^^* 

c 6 . 14 7U- ;v-c,_ 10 t ji^frxmmznx^xh&^T ; &xm&znx^x 

R 35 tbT$f$L<(l 7K^> iiS§f LT^Tt)<fc^ C H5 7;V^VS> Sift 

15 istbt^tfci^ c 3 . 10 ^^nT;i/^;us> ussttT^Tfei^ c 2 . 10 
r;i/dr-;i/», mu6*WbT^T*>J:^c 1 _ l ,T;v4 t =i;w6, tt**££^ru-p> 
T%>«kVi c,. 11 >'^n7;^^S, flfifta£&^rbT^T«b«kVi c H4 7'J-M, 

20 5S-0R 43 it 4 ' fcfaRXJR^Sc&WU ^n^n«&g£#bWTfc<fc^ c wi 

T;i/^;vs, c H0 ^^d7MM, c 2 _ 10 y;ver-;i/S, c 2 . I0 y;u^-;i/S, c 3 _ 10 
^/^nm-jn, c,. u 7'j-M, c 7 . 20 r=y)v^r)vm, c,_ 20 y->;i/», c,_ 20 
t;^;w^;^— c„_ 14 y u -;^;u^-;vs=b u < teMf msns^T) 

25 <U\mv> C W4 7U — ;Pt> b< fc* C,_ 6 7;^^yItfi^nt^Tt) <£V> c,_ 15 

y;i/^;i/X, i&v>b3ffi, ^L<ttifl©tHn^>TSj|$nTHTt>i: 
\* c,_ 6 c,_ 6 t )Vn*i/-j] )v°#~)V (^tf, ;* h^->#;p 

#~;k xh^^Mz;K tert-y h^r->*;^n;^), c H4 7U- 
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c W8 7;w*;i/*, c Hr >^D7;^m c H0 7J^-M, c 2 _ 10 y;i/*~;i/^ 

10 C 8 . 10 y^n7Jl/WH,C H4 T U b < fct C,,,77WJHWt b^. 
15 tbT$^I^L<H l^b3ft £?£b<te 1 *&tt2fi0An^>I 

tc$f * b< « i 2 flcDADy ^M^TBm^nTViTfe j;v^7x-;n-e 

^mai)\Z^X. mteO&t^b 3 ©^gt $f£b<«, mttOfc^b 2 

20 t, ^efc^KJl i[io$fc«i"eS5o 

tfcfffi^^ii?^, x u&mmttfcu&kmmT&T&To tot, 

25 (II)£bT«\ mXV£. 
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dig) 



T^n&te^wwf e>*i& m$iu<fe, 3;(iia), aiw, cue), aid), 




10 ^-rfe, R 31 #(1) (i)C,. B 7JW*fctt C l . 6 T;i/n^->Tfim^nTViT ! bJ;Vi 
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# )vn^ ^ « (i o c,_ 6 T)V*r)Wt> ji/^— ;i/*tf fittft $ nt *> ^ t s 
ys^fc«(2)c 3 . 6 v^oT;i/^;i/Tmm$nTViT ! b«k^ c,_ 6 : 
r 34 ffi n-c 1h t;v^;wn-^>>?;wt $ y * ^;v* ; 
R a ^(i)c,. ( 7;i'3+v'-*^ji«, (2)/\ny>js : f *fcttc,. 9 r;i/3^^ 

U 

■ R 36 35t**«? T» Sfls£r*W«3 e> K8P £ L Vi 0 

R 3l ^(l)^hDl, (2)(i)tFD^>T?lHISnwfe^ c,. 6 t;i/ 
3p;k (ii)t hd^>, AD^>M J f*fc^xn;i/TSm$nTViT ! bJ;^c 1 . 6 
io T;i/^;v-*;i/^— ;k (iii)c,. 6 T;i/^;K c w 7;>3*«>s fci*/\ny >if t 

fi&<*nTV>T*>J:V> C 6 .,„ 7'J-l-AJI/#^, (iv)C 3 . 6 5^ UT)V^)V-t!)V 
#-;k (v)C 2 . 4 7;V$r-jk-*#JU#-;k (vi)C,_ 6 T;W33 t S'-;&;i'#~;k 
(vi 0 c,_ 6 7;W7 ^ y-#;p#-;k (vii i) c,_ 6 tvI/h^ts y-#;p#~;K 
(ix)^3i-;VTa/*;v^n;p, (x)c 1 _ 6 T;i/^;i/, ^hn*j;tfc H 7J^+'> 

^j;1/t^-;k ^x-^^-jk f7!/'j;WM^K tf^vu;^;^— 

x;k (xi i i) ^XzH;!/*^ <£tf(xiv) C,_ 6 T^^TB&^ftT^T %> J: 
20 (3)tfDU;WS, trc«(4)C,. 5 7JWk C^^^UTJV^-C^TJV^rJU 

£7cte c,_ 6 T;^;v-5t7;P*x;i/7?Blfe$nTViT'b < kVib Fo^^at ; R 34 ^ 
(l)Any>If, (2)tHD^^J;{;(3)C H 7M;K 7i=K H 7^ 

L/TViTfe,k^75y*^3l«n5SM$ 1 2<BWt/TV>TfcJ;V> C,. 6 

25 7)V*)Vm ; R 35 ifis (l)AP^>Sf, (2) AD^>If$fcB c,_ 6 7;^;vts 

i^$nTViTfe«tv^xn;^ *fctt(3)(i)c M 7;^;^ (ii)c M r;^;i/* 
ckt* c,_ 6 T^n^v'Tam^nfer^ y £fcte(iii)c,_ 6 7;p3*^TWUrn& 
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-2- [4- (x^;vt ^ J tuvtf =. ;i/T a y ) t jc~;i/] -3- (N-* ^;i/-N-^ >>*;vt ^ 
/ * ^; W -5-^ y -f s. *V [l , 2-a] b° U ^ >-6-* >ixf;vxx ^r;k 

8- (2, 6-^ 7 □ ^ >z?)V) -5, 8-^ b F n-2- [4-Uh^i/75/* - JIT 

5;)7i-jW]-3- (N-y. ^;i/-N-^ >^75;^ -5-3-* v -T s & v 

5 [1,2-a] tf'J 5 ^>-6-AM>t-f V^n HJUXfJK 8-(2, 6-^7MP^> 
^-N-^>i?;PT5 y ^^;w-5-^-^y-r ^ ^/[l, 2-a] k°U SL >>>-6-#;i/# 

fl?&<» (i i) cDifit btn MBBcDft'&te (i) r«6<z> *> vf e>n^>o 

10 &&(D7m MA&W099/33831 ^&38, ^Hi^P 11-315079 

Mtl/T, W097/14682 #H§¥ 9-169735 #&#f2*fe©^y U 

WO01/29044 #^$g|B^<D-f 5 ^/t£ U 5 tf P D b U 5 $?>Bi2JHfc:fc 

15 <fctf h U TV P tf U ^ 5? W000/69859 #&*aEtt©-f 5 ^/b 'J5^> 

b PPb U 5>>>«t2&#> W001/55119 #&#RlB«0fc'&<», 
W097/44037 #&*RI3ttCD'fb'&f&, W097/44041 #&#fe*!c<Dfc-8-#K W097/44321 
^•&f8faifc©ft;-g-^ W097/44339 -Jf^fBifcOfc^^K Bioorganic & Medicinal 
Chemistry Letters 12 (2002) 3467-3470 flSffc® 3, 5, 5, 8, 8-^ > # y 

20 -5, 6,7,8-5^ h^b FP-2-^-^^lx>^^#:, Bioorganic & Medicinal Chemistry 
Letters 12 (2002) 3635-3639 fB^£> 3, 5, 5, 8, S-^># 6, 7, 8-5=- h 9 b 
F P-2-±T^ 1/>^S#43 «ktf 5-[(3, 5, 5, 8, 8-^>^y 3^-5, 6, 7, 8-^ h 9 

25 GnRH ^f^ffi&WT**^ V^ FttflS^CD«ttttfiVi. 

;i^) tlPWSfd^iaW^4b5i>o 
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M^mzftmiznzmfttm&v. mm. mi %7-tmi mmi 

»a*6«fi#«R*«fflv>6ti, H^»syfc*ws®^sa> mnni m&m mmm ; 
10 atvTm&znzo ^tz^mizmcx, mmni &m<mi m&%i 
mBmmm<o9m^wtvx\t. mx\mm. mm, d-^>- i — ;k 

•fe;vn-x> mm. d-7>-1 — ;k f^bUX tHD^>yDifM;Pn 

20 ^A, *;i/^v-^^;^^-^hU^AJ5:£^tf ens, WrffiflSFSIO^jS 
LTH m^'JX?!/>^U3-;K ^Dt!W>^Un— ;k D-^>xh- 

25 ux^y-^75x n»^-hu^A» £x>b^hj en*. 

M^.1WJ t?x;vr;vxi— ;k #u b*x;i/tfPU F>> ^l^^pWHrJl/o 
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jftbT— BKlOi^ 0. 1 &<^b 300rag, $?£b< 1 &V*b 300mg Mfc 
15 £?£b<f£f$ 10&V>b 200mgT&& 0 1 B 1 b 4 mKLftftTlSt&rz. 

£>&J 0.01 &V>b 100M£5n?&5, 

gggij C«A.Wt, GnRH T X b % tt^^^E >£-/&E&#H (^«7tXhni/- 

20 ho»/-M207o^- «£3fc;HE>flM!MFas 
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&1t. GnRH^^M^-rS^^^H^b^tt, 7tWJ>x^T7 
— IfSlflll ( 09 ^. t£ ■» tacrine, donepezil, rivastigmine, galantamine, 
physostigmine-DDS, ipidacrine m), A 'J >tt7t?Jl/3 ij >§t#7^ 
7.K z^^^ttTt^J^ U >S«#7^ Ca J^ifC^U 
5 nimodipine^K COX-2 UMA.\£* rofecoxib, celecoxib^)> AMPA^## 
T^-Xb, 7 (WX\Z. selegiline-DDS), P-f F 

/3Sa#iB'8&ffi»2& nifiracetanu Memnttae &t*07^W7- 

<Dmm<D&^ (2) GnRH fe^ffl*#*r*#^^ \*&fc&®£.wmm®£& 

m*\zmMbhTmt>tlZ> 2 iODlKJOM^gB-e©^^ (3) GnRH J£ 

m<DM;M<Dm-&^m&X"<Dmfflm&&^T<D®i-¥, (4) GnRH j&twtyii&^rr* 

SS^KITir©^®^ (5) GnRH iS^ISttS*^^ Kttft^tftffl 
20 ^T<2&^ (09*f& GnRHfe^ffl^Wrs#^y^H«^#l-*#M^©Jlg 

25 'H-NMR }>;i/^!^g|5«2p<hbT^h^^^;W5>^>^ffi^TAUT> 
GEMINI 200(200 MHz)M7.^ Ml'*'— ^— > S*«^(IEOL)LAMBDA300(300 MHz) 
17^^ MM — & — $>&W*.7)Vytl AM 500(500 MHz)MX^^ Mk*— 

T?aajeu ^<5{it^ppmT*-ro r%j te^taD&v^DMA 0 -- fe>h^*r. 
tztzV, w.m$ moi/moi%^f . ^(d^(d. ^mmm^mmwr (dm^ 
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s : i/y^fVv b 

d : ?7Vv b 

t : VV?Vv b 

5 dt :^WJ^yh 

m : TJl&'fUy b 

br : 

i 

2-7 ^ y -4- * ^;v-5- (4-- hn7x x;p) ^ 7 x >-3-# ;v ^x^i/x 
15 xtMW 

4-~ hD^3i-;l/T-feh>(35.0 g, 195mmolK v-7/@1^X^;K23. 8 g, 195 
• mmolK %mr>=E~ r 5A(ZA g, 40 mmol)^«kt^SK(9. 1 ml, 159 mmol) ©2S£- 
r-/->^^-^^lT?4^T5*&i§^^&, 24 ^WD^M^bfeo 

20 M$^7KT^#L^(MgS0 4 )^ Srtfc£«jBETte®*L&. 39t**^U*y;p 

# ^ a * p ^ h ^ 9 !7 ^ -t? ffist l feo # & nfcifttt* * x ^ y — )v \zmm s ia\ 

Sf (5.0g, 160 Bmol)33«kO^X^ZS>(16.0 ml, 160 mmol) W-lVQ, 

2fa?#SBLfc. ^T«® &Alft7K7?«B#b«j!ft(MgS0 4 )^ ili^iJETfcfibfc. 

ftfl2$13:T555fe««a0«j@ft'&«j(22.2 g, 52X) 
mp: 168-1 7013 (x-f;i^*1f>«kOS<ei). 
TC^^tlfffi C l4 H u N 2 0 4 S £ LT 
COS) HCK) Ntt) 
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mnm : 54.89; 4.61; 9.14. 

Ill : 54.83; 4.90; 9.09 

'H-NMR (200 MHz, CDC1 3 ) <5 : 1.39 (3H, t, J = 7. 1 Hz), 2.40 (3H, s), 4.34 (2H, 
q, J = 7. 1 Hz), 6.27 (2H, br), 7.48 (2H, d, J = 8. 7 Hz), 8.23 (2H, d, J = 
5 8. 7 Hz) . 

IR (KBr): 3446, 3324, 1667, 1580, 1545, 1506, 1491, 1475, 1410, 1332 cm"'. 

5-^?JH-(4--hD7x-JW-3-7x-J^x; C2,3-d] b£U==^> 
-2,4(lH,3H)->?^-> 

10 ##mT#£>nfcfb^%(5.00 g, 16.32 mmol)CDlfU^>(30 ml)^iC> 7 
x-;WV^T^-h(2.66ml, 24. 48 mmol) &M?L. 45T;T 6 PfP^jf Kfe 

mzMKTFmmvxn tyfcmt**.* j -jv (6 mo mmt. i/fc. n ommz zs% 

■j- b U b*is F (7. 86 g, 40. 80 mmol) &M?Ls SfSt^ilt 2 mmm.& 

htz.^ 2N±«(25ml, 50 nmoD^llP^Lx^/— ;VjsSFtK$«JBET^©*bfc. # 
1 5 S nfcM* 3 S3 LTtR-x^ / b , «JBETfcJte8l«X* / & S 

^LT, St6l&5(c©««i<b^«»(6.09 g, 98X)*#fc. 
mp:>300 c C. 

TtmfrtifiiM. C 19 H l3 N 3 0 4 S -0. 3H 2 0 £ It 
C(X) HCK) N(X) 
20 fUMt : 59. 30; 3.56; 10.92 
H$!HB: 59. 56; 3.52; 10.93 

'H-NMR (300MHz, DMS0-d 6 ) 5: 2.50 (3H, s), 7.31-7.46 (5H, m), 7.78 (2H, d, 
J = 8. 8 Hz), 8.32 (2H, d, J = 8. 8 Hz), 12.50 (1H, s). 
IR (KBr): 1715, 1657, 1593, 1510 cm" 1 . 
25 ##09 3 

1- (2, 6-*?7)\,*u ^ > *?)),) -5-^ 5^-6- (4-X hD7i x;W -Z-7 x x;i/^ 
X/ C2,3-d] tfU^>?>-2,4(lH,3H)-^> 

##M2T#e>n^b^(52.54 g, 0.131 mol) 0^^fMM75 F (1. 0 
Ditt^ 08fcbU*?A(19.OO-g. 0.138 mol), a^ib^J U ^A(22. 90 g, 0.138 
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molK 2,6-^7;Vtn^>^MD'J FC22.40 g, 0.138 mol) Sm^&T? 2 P# 

mm & mmr % e> ntcmm * u * y ^ a ? □ v h ^ ^ ? ^ - 

5 TM^bT^^^O^SYb'&tlCei.SO g, 93*)£#fco 
mp: 280-2820. 

TCfSf^tfHit C 26 H l7 N 3 0 4 SF 2 £ LT 

CCtO HCK) N(%) 
ir^ifi : 61.78; 3.39; 8.31 
10 mm$& : 61.67; 3.46; 8.21 

'H-NMR (300 MHz, CDC1 3 ) <5 : 2.57 (3H, s), 5.38 (2H, s), 6.94 (2H, d, J = 8. 1 
Hz), 7.42-7.58 (8H, m), 8.29 (2H, d, J = 8.8 Hz). 
IR (KBr): 1719, 1669, 1524, 1473 cm-'. 

15 5- 7 □ ^ ^ - (2, 6->? 7 )\>Hr U ^ > *J)V) -6- (4-— h D 7 x n;|/) -3- 7 x 

-;i/^xy C2, 3-d3 t!U 5 v*^, 4 (1H,3H) 

##M3T : f#e>nfe>fb^%(30.34 g, 0.060 mol), N-^DtC:«<^5 H 
(12.81 g, 0.072 mol). Of, a' -TytfX-T V^D - b U;Kl. 15 g, 0. 007 mol) 
*J;^nn^>if>(450mi)<D^%^85t:T3Btra^#bfe„ }$r^£j&?&£ 

20 *^7jc-e^#L,^(Mgso 4 )^ ^^MffiTf-wsb^o mznrcmm&mwtX: 
^)]/frzmi&gkvxn&&w&<Dmmik&mm.2i g , iooi&)£#fco 

mp: 228-229*0 . 

•H-NMR (300 MHz, CDC1 3 ) <5 : 4.77 (2H, s), 5.38 (2H, s), 6.96 (2H, t, J = 8. 1 
Hz), 7.29-7.58 (6H, m), 7.79 (2H, d, J = 8. 5 Hz), 8.35 (2H, d, J = 8. 5 Hz). 
25 IR (KBr): 1721, 1680, 1524, 1473, 1348 cm" 1 . 
FAB-Mass m/z 584 (MH) + 

5- (N-^ >z?)V-K-*^)\,T 5 J * ^)V) -1- (2, 6->> 7 )V*U ^ >z>)V) -6- (4-— 
hD7x-JP)-3-7x^fxy C2,3-d) fc!U ^ i?>-2, 4(1H, 3H)-^> 
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#^M4Tr#e>tlfe'fb^(80.00 g, 0.119 mol)<D5?^;l/3ft;i'A7^ F (600 
ml)»*lC, MT, X&)V*M V^'Dtf;PT5>(27.00 ml, 0.155 mol)^3«i;t5 
^>> J ;i/^^Vy^>(18.45ml, 0. 143mol)*lP^.fc.^fi , Tf2NrIHi8l^bfc^ 

5 KlWffltHUv WaJi^a&t>ii-T^(MgS0 4 )^ jS*J&&«JBETfcg3cb;fc. 

(74. 90 g, 100%) &#,ftX»6S^il/TtMtl©W^^#fc. 
up: 173-1 74*0. 

Tnm^Wffl C 34 H J6 N 4 0 4 SF 2 -0. 5H 2 0 t bT 
10 COD H(S) N(X) 

*HM8 : 64.45; 4.29; 8.84 
^HMt : 64.50; 4.24; 8.82 

'H-NMR (300 MHz, CDC1 3 ) [7'J-75>] 6: 1.31 (3H, s), 3.60 (2H, s), 3.96 
(2H, s), 5.39 (2H,s), 6.95 (2H, t, J = 8.2 Hz), 7.18-7.55 (11H, m), 8.02 (2H, 
15 d, J = 9.0 Hz), 8.26 (2H, d, J = 9.0 Hz). 

IR (KBr) HKH: 1719, 1678, 1597, 1520 cm" 1 . 
##M6 

6- (4-7 5 J y^-)V) -5- (N-^ >5?)\r-fl-* ?-)\<T^ J * ?-)V) -1 - (2, &-z?7 )V 
tn^>^JW-3-7i-;^x; C2,3-d] fcfU ^S?>-2, 4 (1H,3H) 
20 ##09 5 T#&nfcflJ&*(3: 00 g, 4. 80 mmol) cD^m(30 n'l)*«tfc, frtfiT. 
lM^b**-X— 5^;K14.4 ml, 14.4 mmol )&<£££ 10% /^$?#A&*tfr5fc(300 
mg) £iD;L, ftffl^JET 2 NfBBk:fc>fet)»^b**^b^. £ffii££-fe9< h3 

SHbfco 7k»&^^DP^^>-e*fttbU ^B^abfe-&T^#(Mgso 4 )^ iM 

fibTa6J!Sa©«H^«(2.41 g, 84%)£#7c„ 
mp:205-207t;. 

7C*^*fffi C 34 H 28 N 4 0 2 SF 2 - 0. lAcOEt • 1 . 2H 2 0 £ LT 
CCS) HCK) N(X) 
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Wr%m. : 66.09; 5.03; 8.96 

mmm: 66.93; 4.94; 8.67 

•H-NMR (300 MHz, CDC1 3 ) 6: 2.05 (3H, s), 3.56 (2H, s), 3.83 (2H, br), 3.88 
(2H, s), 5.36 (2H, s), 6.70 (2H, d, J = 8. 8 Hz), 6.88-6.94 (2H, m), 7.21-7.31 
5 (8H, m), 7.41-7.53 (5H, m). 

IR (KBr): 1715, 1657, 1628, 1537 cm"'. 
##M 7 

5-(N-^ > v^lz-N-* ^)VT ^ J * ^;W)-l-(2,6-> ? 7 )V^U ^ > V 
;W-6-[4-(3-^ h^^'Jl/'f F)7i^W-3-7i^l/fi; C2,3-d] fcfU^v 5 
10 >-2, 4 (1H.3H) 

6 T*m*>nrcfc&m (5.0 g, 8.41 mL)ol)<D>^nn^>(l20 ml)mm 
IZ, %LlfoT. hUX^;i/T^X2.34ml, 16. 82 nmol) &jD*»#bfc. dCDSJS 
Mfc, 2fC#T, N, N' -ij)V'&—)V ; ?<i 5. ;K2. 73 g, 16.82 mmol) &Jn^L, 

15 S/;KT5>i§ffife&<7.02 g, 84.08 imoO&itf h U X3^Vy 5 >(11. 7 ml, 84.08 

fT*jt*Tf«5»L, <&£l(MgS0 4 )gt »«£»JETK:S*b;fc. #£n&38SE& 

20 X— ^;Pj&>5W(NlkTB6if8ll(4.52 g, 80*)<D&jSfc^£#£:o 
mp: 204-205*0. 

7C*4ttfHB C 36 H 31 N 5 0 4 SF 2 <h bT 

C(%) H(X) NG5) 
ffUFflt : 64.75; 4.68; 10.49 
25 MWUM. : 64. 61; 4.67; 10.31 

'H-NMR (300 MHz, CDC1 3 ) 6: 2.05 (3H, s), 3.57 (2H, s), 3.82 (3H, s), 3.90 
(2H, s), 5.37 (2H, s), 6.92 (2H, d, J = 8. 2 Hz), 7.16-7.31 (9H, m), 7.42-7.57 
(5H, m), 7.63 (1H, s), 7.73 (2H, d, J = 8.8 Hz). 
IR (KBr): 3338, 3064, 1717, 1669, 1628, 1591, 1531, 1470 cm" 1 . 
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##M 8 

5- (n-^ > >?;i/-N-^ ^;ut 5. y ^ -l- (2, 6-^ y jv^r n ^ > -6- [4- (3- 

^ b ^->^7 W F) 7x^JW -3-^ x-Jl/fi; C2, 3-d) fc! U 5 >-2, 4 (1H, 3H) - 

5 ##mT#e»ftfce&££fl (38.34 g, 57.42 mmoDcDi^nn*^ (800 
mD^id, fctftT. !Mx-^;H4±i>ffc;7K^(l00ml)$Jn^, ^T?io^ii# 

tt, sternum (40. 0 g, 99«) (Dmmih^m^m^o 

mp: 182-185 e C. 
1 0 ytmfttirm. C 3 fi 3l %0 t SV 2 • HC 1 • 0 . 5H 2 0 <h V T 
C(30 HCS) N(!S) 
mW-m: 60.63; 4.66; 9.82 
H$HS: 60.45; 4.68; 9.62 

IR(KBr) :3440, 3042, 1713, 1665, 1628, 1593, 1539, 1473 cm" 1 . 
15 FAB-Mass m/z 668 (MH) + 

mmm i 

7 «Lfcft^tl (1 00 nig) , — X(165mg), ^(25 
, mg), ^DHx— ;W4mg)&<£^X^7y >^^^A(1 mg)££? 

20 HtMl 

(i) ,M i-Ua-yni/ij >©i)3§£ 

3X10" 4 M U3.-yn^U>7K^ lO^K &J;tf0.01 mg/ml 5^ ^ 
~>^-i£l0/zl |fa-^:t^ Na 125 lMt£ 10^1 (37 MBq)iPA., j**^ 
0.001% H 2 0 2 10m 1 ^JP^-T, tfit 20 ^Hl&^-frfco 0. 05%TFA 700 

25 m i m7LT%.m&w>±L>. mm mc kj; t>»«bfc.' hplc ©ftfr^arfc^-r. 

1* 

125 I-U a-^Pl/U >fc*#8M#l« 26-27 #Ti§aj£n£io 

: TSKgel 0DS-80™ (TM »SftmC7%% Ct&^t, -£TF|Wl*flo) 
CTR(4.6mm X 10cm)i§i£?& : 
»*StA(0.05X TFA) 
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mU^(iO% CH 3 CN-0.05« TFA) 

0# (100*^ A) -3# (100%^ A) -7# (50*i#JgA+50*fg^B) -40 
# (lOOX^B) 
l&ttiM& : MM 
5 : 1 ml/min 

(2) 7«; h GnRH u±7*-&&tt&TmimmmmftG>mn 

^-hAy7 7- ({25mMTris ChUX (tHD^>^fJV) 
-HClh 0.3M -tf-^TJCi— X> ImM EGTA (^U 3— ;i/X— t^S^T 5 >GS@fc$0 , 
10 0. 25mM PMSF (7^-fb^i-;l/^^;i/X;i/^;i/)> 10 U/ml 7^D?-X 1 u 
g/ml ^y^^^>,20 Mg/ml D-f^y^XlOO #g/ml 7*^7*75H>. 
0. 03* 7 Vfttfr Y U >7 A, pH7. 5) Tfifc^Lfc. h/\*y 7 7-2 ml l£ 

Tm&&WM21±. #U hOV^^-Tlf-^ffl^T^^-hb^. 700 

xg t? 15 snt^u ±flt*jSja^«fc«3tu ioo, oooxg t i p#wsm>u mni 

15 #©fl3M&£#;fc. d©25iaR<»tC 2 ml ©T^t-f/t^^r- (25mM Tris-HCK 
ImMEDTA (X^1/>>>X5 >B3ffl», 0. 1% BSA (^^jfiLfST^y^ », 0.25 mM 
PMSF, 1 jLtg/ml ^~77s$?->, 20m g/ml n-T^^>, 100 /ig/ml ^^-X^ 
^•75FX 0. 03« T^t^hV^A, PH7.5) ^D^.Tllb> 100,000XgTl 

20 -cwL, Mtx> -8o<ct&#u «ffl©*aa!wKUTffl^fc. 

(3) tb GnRH l/-fe7°^-£^irr£ CHO (^^fn-XAA^^-W*) MM 

t: h GnRH W"fe^— »S CHO #103 (109 0) £ 5mM EDTA ^iJPbfcU 
«^a^^7jC (PBS-EDTA) fc#jffi£-S\ lOOXg 7? 5 ^Wjfrfrbfc. *8H&©^l^.y 
25 htCHBIiafflsfc*^— Wty77- (lOmM NaHC0 3 , 5mM EDTA, pH7. 5) £ 10 ml 
in*., #U hn>3jN^^'T1f-§ffl^T^ : E^— Mfc. 400Xg7? 15 

^ u ±»*j®s^«K:5i 0 100, 000 xg-e 1 mm&>bis,mmfr<mm%i&mfco 

Z.<Dtmy>)* 2 ml <D77t^A*7 7 7-l:»U 100, OOOXg 7? 1 RfflRBt'bl" 
fc 0 %S«I U TIhIJR $ tlfeM®^ £ W 20 ml <D 7 y -fc-T A* y 7 7 - \ZMM V , 



WO 03/086464 




PCT/JP03/04554 



(4) ,j5 i-u a--yn i/ u >tt-&ia**©»i)e 
5 m^mh^^^ vrc.m&\zte, mo dmso (^^x^^f) tc^b 

0. lmM <Di\&fy} 2 At 1 £,38nM(£> m I-Uzi.— :/nl/U> 10m 1 ^mmizmUa 

' vtco thGnmu^7?-mmcmmmmmfr*&mvtc.M'£>\zi l z, 6o*cddmso 
izmmvtc 2mM <DQ&m 2m 1 t., z%m<D m \-v ^pi/u>iomi t&mm 

IzmUaVTco m^^M^m^.T^Tcib\Z, 60£<£>DMS02m1 t. 38nM<£> m I-'Ja 
10 -^Pl/U> lOwl ii^JqU^SJ^^PMb^io #MfMl$if§'&»£$l 
^•r^^^fc:, 60KODMS0 K:M£bfc 100mM©U ^DV'J>2 n \ 38nM 

o u5 i-u^.-yni/u> io mi iz^mnLTzKj^m^mmzmmvrco 
? v bTm&ffimmmft&mm vr^m^izit 4t:i? 90 t: h GnRH 

is #vjl^u>^ s.ymmisfcyy b*?>t?7X7s< )i>&— (gf-f) 

(TB-SBV(TB-NSB) XI 00 (SB : fc&W&Mtt£%<DMHmm, TB : M*ffi&MM 

nsb : ^^m^numm ^turux, »^«©^ia«^(%)^^ 

$95f©i« (IC 50 fit) ^ Hill 7uy h&QWmVfc. m^&MTlz^To 







n&m&m (%) 


IC 50 {ii(MM) 


25 




7 ^M) 








27 


0.0001 



20 MSUi 45 ]^^T©K^M«iJ*^Cl4 32 Afc##M 7 l-25mg/BX 
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14 HP^-^bfetJl^, iitxx K7yt-JHSSISTL.rcfe©0, 

«i^tLT^^7h777yafi&-M^l «tt«*fi<, mftttyb 
77r>af| • ^^ffi^-T^o 
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4. tt&toifi. ^ 



R 3 te(l)7]0iJj!H\ (2)T;V^;V*fe«(3)-(CH 2 ) p Q <p « 0 &V>b 3 ©SBR, Q « 



(R 4 «(l)7jcm^, (2)7J^^^§tlT^tfej;^7M;K (3) 
Wm&^VX^T>b^i/?UTJ\s3r)l'%:. R s tt(l)**JS^ (2)*;i/^;K (3) 

xx^;Wb*fe^T^ H<b$nT^Tfei:v^;i/^^;p*fe«ao)-c(o)R 7 (r 7 

LT Vvr «b ^m&m^^T) , R 6 « (1) TkiiilH^fcte (2) @fc& 




15 
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5. R'^ill^UTUTfei^ C H4 7 U -JV, R^tDSSlR^tSilft 




10 6. ft&mw* 5£ 



ra*, r^j^r 22 ^ -tn^nd)***^ (2) t fd^x ok^tvi^ 
^x (4)c w T;p3^^ j *;w#~;v*fctt(5)«ift3£&^rUTViT*>«k^ c,. 4 t 

15 R 23 «(l)7jcmH^ (2)AD^*>S?, (3) t H D^i/Sfca (4) f i« §f bt^ 

r 24 « (i) ymm^&fru (2) c M r 
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